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Connecting via Winsock to STN 



Welcome to STN International! Enter x:x 

LOGINID:SSPTANAG1626 
PASSWORD: 

TERMINAL (ENTER 1, 2, 3, OR ?) :2 
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Welcome to STN International 



-k k -k -k ^ -k 



America 



NEWS EXPRESS 



NEWS HOURS 
NEWS LOGIN 
NEWS IPC8 
NEWS X25 



Web Page URLs for STN Seminar Schedule - N. 
"Ask CAS" for self-help around the clock 

The Derwent World Patents Index suite of databases on STN 
has been enhanced and reloaded 

CHEMLIST enhanced with new search and display field 
JAPIO enhanced with IPC 8 features and functionality 
CA/CAplus F-Term thesaurus enhanced 

STN Express with Discover! free maintenance release Version 
8.01c now available 

CA/CAplus to MARPAT accession number crossover limit increased 
to 50,000 

CAS REGISTRY updated with new ambiguity codes 
CAS REGISTRY chemical nomenclature enhanced 
WPIDS/WPINDEX/WPIX manual codes updated 
GBFULL and FRFULL enhanced with IPC 8 features and 
functionality 

CA/CAplus pre-1967 chemical substance index entries enhanced 
with preparation role 
CA/C;^lus patent kind codes updated 

MARPAT to CA/CAplus accession number crossover limit increased 
to 50,000 

MEDLINE updated in preparation for 2007 reload 
CA/CAplus enhanced with more pre-1907 records 
CHEMLIST enhanced with New Zealand Inventory of Chemicals 
CA/CAplus Company Name Thesaurus enhanced and reloaded 
IPC version 2007.01 thesaurus available on STN 
WPIDS/WPINDEX/WPIX enhanced with IPC 8 reclassification data 
CA/CAplus updated with revised CAS roles 
CA/C;^lus enhanced with patent applications from India 
PHAR reloaded with new search and display fields 
CAS Registry Nximber crossover limit increased to 300,000 in 
multiple databases 

NOVEMBER 10 CURRENT WINDOWS VERSION IS V8.01c, CURRENT 

MACINTOSH VERSION'^IS V6.0c(ENGj AND V6.0Jc(JP), 

AND CURRENT DISCOVER FILE IS DATED 25 SEPTEMBER 2006. 

STN Operating Hours Plus Help Desk Availability 
Welcome Banner and News Items 

For general information regarding STN implementation of IPC 8 
X,25 communication option no longer available 



Enter NEWS followed by the item niomber or name to see news on that 
specific topic. 
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All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 

************** STN Coltmibus ************** 



FILE 'HOME' ENTERED AT 08:16:30 ON 09 FEB 2007 



=> fil reg 

COST IN U.S. DOLLTVRS 
FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
0.21 



TOTAL 
SESSION 
0.21 



FILE 'REGISTRY' ENTERED AT 08:16:41 ON 09 FEB 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2007 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 



STRUCTURE FILE UPDATES: 
DICTIONARY FILE UPDATES: 



7 FEB 2007 HIGHEST RN 919834-45-0 
7 FEB 2007 HIGHEST RN 919834-45-0 



New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH June 30, 2006 

Please note that search-term pricing- does apply when 
conducting SmartSELECT searches. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original dociament. For information 
on property searching in REGISTRY, refer to: 

http: / /www. cas .org/ONLINE/UG/regprops .html 

=> 



Uploading C:\Program Files\Stnexp\Queries\ 10527062 . str 




chain nodes : 

6 7 8 9 10 11 13 19 20 21 22 23 24 
ring nodes : 

1 2 3 4 5 12 14 15 16 17 18 



10527062 
chain bonds : 

2-6 3-22 6-7 6-13 7-8 8-9 9-10 9-19 10-11 11-12 19-20 19-21 22-23 
22-24 

ring bonds : 

1-2 1-5 2-3 3-4 4-5 12-14 12-18 14-15 15-16 16-17 17-18 
exact/norm bonds : 

1-2 2-3 2-6 6-13 7-8 8-9 22-23 22-24 
exact bonds : 

1-5 3-4 3-22 4-5 6-7 9-10 9-19 10-11 11-12 
normalized bonds : 

12-14 12-18 14-15 15-16 16-17 17-18 19-20 19-21 
isolated ring systems : 
containing 1 : 12 . : 



Match level : 

l:Atom 2: Atom 3: Atom 4: Atom 5: Atom 6: CLASS 7: CLASS 8: CLASS 9: CLASS 

10: CLASS 11: CLASS 12: Atom 13: CLASS 14: Atom 15: Atom 16: Atom 17: Atom 18: Atom 

19: CLASS 20: CLASS 21: CLASS. 22: CLASS 23: CLASS 24: CLASS 



LI STRUCTURE UPLOADED 

=> d 11 

LI HAS NO ANSWERS 
LI STR 



0 




O 




Structure attributes must be viewed using STN Express query preparation. 



=> s 11 

SAMPLE SEARCH INITIATED 08:17:02 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 142 TO ITERATE 

100.0% PROCESSED 142 ITERATIONS 14 ANSWERS 

SE7VRCH TIME: 00.00.01 



FULL FILE PROJECTIONS: ONLINE **COMPLETE** 

BATCH **COMPLETE** 
PROJECTED ITERATIONS: 2126 TO 3554 

PROJECTED ANSWERS: 56 TO 504 



10527062 
L2 



14 SEA SSS SAM LI 



=> s 11 full 

FULL SEARCH INITIATED 08:17:06 FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 2944 TO ITERATE 

100.0% PROCESSED 2944 ITERATIONS 

SEARCH TIME: 00.00.01 



311 ANSWERS 



L3 



311 SEA SSS FUL LI 



=> fil hcaplus 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
172.10 



TOTAL 
SESSION 
172.31 



FILE 'HCAPLUS' ENTERED AT 08:17:11 ON 09 FEB 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PL^E SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2007 AMERICAN CHEMICT^ SOCIETY' (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 9 Feb 2007 VOL 146 ISS 8 
FILE LAST UPDATED: 8 Feb 2007 (20070208/ED) 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

=> s 13 

L4 2253 L3 



=> fil reg 

COST IN U.S. DOLLARS 
FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
5.20 



TOTAL 
SESSION 
177.51 



FILE 'REGISTRY' ENTERED AT 08:18:20 ON 09 FEB 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN. CUSTOMER AGREEMENT. ' 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2007 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 



STRUCTURE FILE UPDATES: 7 FEB 2007 
DICTIONARY FILE UPDATES: 7 FEB 2007 



HIGHEST RN 919834-45-0 
HIGHEST RN 919834-45-0 



New CAS Information Use Policies, enter HELP USAGETERMS for details. 



10527062 

TSCA INFORMATION NOW CURRENT THROUGH June 30, 2006 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: * 

http : //www. cas . org/ONLINE/UG/ regprops . html 



=> 




chain nodes : 

6 7 8 9 10 11 13 19 20 21 22 23 24 26 27 28 29 30 31 32 33 
ring nodes : 

1 2 3 4 5 12 14 15 16 17 1.8 
chain bonds : 

2-6 3-22 6-7 6-13 7-8 7-31 7-32 8-9 9-10 9-19 9-30 10-11 10-28 10-29 
11-12 11-26 11-27 19-20 19-21 22-23 22-24 23-33 
ring bonds : 

1-2 1-5 2-3 3-4 4-5 12-14 12-18 14-15 15-16 16-17 17-18 
exact/norm bonds : 

1-2 2-3 2-6 6-13 7-8 8-9 22-23 22-24 23-33 
exact bonds : 

I- 5 3-4 3-22 4-5 6-7 7-31 7-32 9-10 9-19 9-30 10-11 10-28 10-29 11-12 

II- 26 11-27 
normalized bonds : 

12-14 12-18 14-15 15-16 16-17 17-18 19-20 19-21 
isolated ring systems : 
containing 1 : 12 : 

Match level : ■ 

l:Atom 2:Atom 3:Atom 4:Atom 5:Atom 6:CLASS 7.:CLASS 8:CLASS 9;CLASS 
10: CLASS 11: CLASS 12: Atom 13: CLASS 14: Atom 15: Atom 16: Atom 17: Atom 18: Atom 
19:CLASS 20:CLASS 21:CLASS 22:CLASS 23:CLASS 24:CLASS 26:CLASS 27:CLASS 
28 : CLASS 29 : CLASS 30 : CLASS 31 : CLASS 32 : CLASS 33 : CLASS 



L5 STRUCTURE UPLOADED 
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=> d 15 

L5 HAS NO ANSWERS 
L5 STR 




Structure attributes must be viewed using STN Express query preparation. 



=> s 15 

SAMPLE SEARCH INITIATED 08:19:56 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 142 TO ITERATE 

100.0% PROCESSED 142 ITERATIONS 

SEARCH TIME: 00.00.01 



FULL FILE PROJECTIONS: 

PROJECTED ITERATIONS: 
PROJECTED ANSWERS: 



ONLINE **COMPLETE** 
BATCH ** COMPLETE** 

2126 TO 3554 
1 TO 80 



L6 



1 SEA SSS SAM L5 



1 ANSWERS 



=> s 15 full 

FULL SEARCH INITIATED 08:20:00 FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 2944 TO ITERATE 

100.0% PROCESSED 2944 ITERATIONS 

SEARCH TIME: 00.00.01 



L7 



37 SEA SSS FUL L5 



37 ANSWERS 



=> fil hcaplus 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
173.00 



TOTAL 
SESSION 
350.51 



FILE 'HCAPLUS' ENTERED AT 08:20:09 ON 09 FEB 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2007 AMERICAN CHEMICAL SOCIETY (ACS) 
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Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996)^ unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of C7VS, is 
strictly prohibited. 

FILE COVERS 1907 - 9 Feb 2007 VOL 146 ISS 8 
FILE LAST UPDATED: 8 Feb 2007 (20070208/ED) 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

=> s 17 

L8 10 L7 

=> d ibib ed abs hitstr 1-10 
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Le ANSWER 1 OF 10 KCAPLUS COPYRIGHT 2007 ACS on STN 



AN5VER 1 OF 10 RCAFLUS COPYRIGHT 2007 ACS on STN (Continued) 



ACCESSION NUKBER: 
DOCUMENT NIMBER: 
TITLE: 

INVENTOR(S) : 
PATENT ASSIGNEB(S}: 

SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNTr: 
PATENT INFORMATION t 



2006:1124123 RCAPLUS 
145:4SS276 

Prapsration of anino add derivatives with hlqh 
therapeutic index 
Chandran, V. Ravi 
USA 

U.S. Pat. Appl. Publ., 139pp. 

COOEN: USXXCO 

Patent 

Engliah 

3 



C02H 



PATENT 


NO. 




KINO 


DATE 






APPLICATION NO- 




DATE 


US 


2006241017 




Al 




20061026 




US 2006-34 3557 




20060130 


WO 


200S046575 




A2 




20050526 




VO 20O4-US24901 




20040729 




V: 


AE, AG, 


AL, 


AH, 


AT, 


AU, 


AZ, 


BA, 


BB, BG, BR, BV, 


BY, 


BZ, OA. CH, 






CN, CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, EC, EE, EG, 


ES. 


PI, GB. GO. 






GB, GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, JP, KE, KG, 


KP, 


XR, KZ. LC, 






LK, LR, 


LS, 


LT, 


LU. 


LV, 


MA, 


HD, 


MG, MX, HN, MV, 


MX, 


HZ, NA, NI. 






NO, NZ, 


OH, 


PG, 


PH. 


PL, 


PT, 


RO, 


RU, SC, SD, SE, 


S6, 


SK, SL, SY, 






TJ, TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, UZ, VC, VN, 


YU, 


ZA, ZM, Ztf 






BV, GH, 


CH, 


KE, 


LS, 


Htf, 


M2, 


NA, 


SD, SL, SZ, TZ, 


UG, 


ZH, ZV, AM, 






AZ. BY, 


KG, 


K2, 


HO, 


RU, 


TJ, 


TM, 


AT, BE, BG, CH, 


CY, 


CZ, DE, OX, 






EE, ES, 


FX, 


FR, 


GS. 


GR, 


HU, 


IE, 


IT, LU. HC, NL. 


PL, 


PT, RO. SE, 






SI, SK, 


TR, 


BF, 


BJ. 


CF, 


CG, 


CI. 


CM, GA, GN, CQ, 


GV, 


ML, MR, NE, 






SN, TO, 


TG 


















US 


2006267244 




Al 




20061221 




US 2006-442027 




20060526 



PRIORITY APPLN. INFO. : 



US 2003-491331P 
VO 2004-US24901 

US 2006-34 3557 



P 20030729 
A2 20040729 
A2 20060130 



ED Entered STN: 27 Oct 2006 

AB The invention is directed to novel therapeutic compds. conprised of an 

aoino acid bonded to a aedicaoent or drug having a hydroxy* amino, carbosy 
or acylating function. These high-therapeutic Indax deriva. have the aaoe 
utility as the drug from which they are nade and they have enhanced 
pharraacol. and pharaaceutical properties. The examples describe the 
synthesis and actlvicles of amino acid derivs. of propof ol, ' ibuprofen, 
ketoprofen, ketorolac, aspirin, acetaninophen, cyclosporin A. valproic 
acid, clopidogrel. damazol. benzapril. enalaprii, and fenoflbric acid. 
Thus, {!) -ibuprofen esters of L-serine, L-threonine, and 
L-hydroxyproline were prepared and examined for analgesic, gastric i 
irritation, toxicity, and pharmacokinetic properties. 

IT 674796-29-3P 

RL: RCI (Reactant)i SPN (Synthetic preparation)* PREP (Preparation)! 
(Reactant or reagent) 

(preparation of amino acid derivs. vith high therapeutic index) 
SN 674796-29-3 HCAPLUS 

CN L-Proline. N-{ (IS) -l-carboxy-3-phenylpropyl] -L-alanyl-, 
2-(l,l-diBethylethyl) ester (9CI) (CA INDEX NAME) 

Absolute scereocheniatcy. 



RACT 



LB ANSWER 2 OF 10 HCAPLUS COPYRIGHT 2007 ACS on STN 
ACCESSION NUMBER: 2005:99521 HCAPLUS 

DOCUMENT NUMBER: 
TITLE: 



PATENT ASSIGNEE(S): 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



2005:99521 
142:156329 

Preparation of a-amino acid benzothiazolylthio 
esters as intermediates for nanufactura of ACE 

inhibitors 

Singh, Girij Pali Godbole. Himanshu Madhavt Hahajan, 

P ravin Raghunath; Nehate, Sagar Puruahottam 

Lupin Limited, India 

PCT Int. Appl., 108 pp. 

CODEN: PIXXD2 

Patent 

EngUsh 



KIND DATE 



AFPUCATION NO. 



VO 2005010028 
V: AE, AG, 



Al 20050203 VO 2003-IN257 

AH. AT, AU, A2, BA, BB, BG, BR, BY. BZ, 

CO. CR. CU. CZ, DE, DE. OH. DZ. EC, KB, ES. FX. GB, 

GM, RR, HU, ID, IL, IN. IS, JP. XE, EC. KP, KR, KZ. 

LS, LT, LU, LV, MA, HD. MG, MX. MN, Mtf, MX, HZ, NI. 

PG. PH. PL. PT. RO. RU, SC, SD. SE, SG, SK, SL, SY. 

TR, TT, TZ, UA, UG. US, UZ, VC, VN, YU, ZA, ZM, ZW 

RW: GH, GM, KE, LS. MW, MZ, SD, SL, SZ, TZ. UG, ZM. Ztf, 

KG, KZ, MD, RU, TJ, TM, AT, BE, BG, CH, CY, CZ, DE. 

FI, FR, GB, GR, HU, IE, IT, LU, MC, NL, PT, RO, SE, 

BF, BJ, CF, CG. CI, CM, GA, GN, G0» GV. ML. HR, NE, 

AU 2003272077 Al 200S0214 AU 2003-272077 
PRIORITY APPLN. INFO. : W 2003-IM257 



CA, CH, CN. 

GD, 6E, GB, 

tC. UC. LR, 

NO, NZ, OH, 

TJ, TM, TN, 

AM. AZ, BY, 
OX, EE, E5, 
SI. SK, TR, 
SN, TO, TG 
20030731 
A , 20030731 



OTHER SOURCB(S): CASREACT 142:lS6329r MARPAT 142:156329 

ED Entered STN: 04 Feb 2005 

AB The invention relates to esters (S, S) -RCH2CH2CH(C02R1)NHCHR200-X (I» R is 
alkyl or Phi Rl H or alkyl; R2 is alkyl or aninoalkyli X is 
2 -benzothiazolylthio) vhich are intermediates In the manufacture of ACE 
inhibitors I (X is an anino add or darivativa) . The intecmediate 
benzothiazolylthio esters vera prepared fay reactim qC the appropriate add 
or acid chloride vith 2,2*-dithiobis(bcnzthiazole) or 2- 
oetcaptobenzothiazole. Thus, treatment of N-[1(S)- (ethoxyearbonyl) -3- 
phenylpropyll-N6-(tririuoroacetyl)-L- lysine (preparation given) with 
2,2'-dithiobis(benzothiazole) , followed by coupling vith L-proline Bt 
escer and deprotectlon, afforded lisinopril dihydrate. 
IT 827622-34-4P 

RL: RCT (Roactant)) SPN (Synthetic preparation)! ?RSP (Preparation)} RACT 
(Reactant or reagent) 

(preparation of a-amino acid benzothiazolylthio esters as 
intermediates for manufacture of ACE inhibitors) 
RN 827622-34-4 HCAPLUS 

ai L-ProUne, N2-( {lR)-l-carboxy-3-phenylpropyll-N6-(trifluoroacetyl)-L-ly9yl- 
, 2-ethyl ester (9CI) (CA INDEX NAME) 




REFERENCE COUNT: 2 THERE ARE 2 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



Absolute stereochesdstry. 
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L8 ANSWER 3 OF 10 HCAPLUS COPYRIGHT 2007 ACS on STN 



ACCESSION NUMBER: 
OOCUHEtfr NUMBER: 
TITLE: 



PATENT ASSXGNEE(S): 
SOURCE: 

D0CU?1ENT TYPE! 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATEUT INFORMATION: 



2004:1124626 HCAPUiS 
142:79913 

Enalapril-nitroicy derivatives and related con^jounds i 
ace inhibitors for the treatment of cardiovascular 
diseases 

Alnirante, Nicolettai Onglni, Ennio) Del Soldato, 
?iero 

Nicox S. A.. Fr. 

PCT Int. Appl., 132 pp. 

COOEN: PIXXD2 

Patent 

EngUsh 



PATENT NO. 

VO 20041104 32 
V: AE. AG, 



APPLICATICm NO. 



DATE 



CN. CO, CR, CU, 

GS, ra, GN, HR, 

LK. LR, LS, LT, 

NO, NZ, CM. PG, 

TJ, TM, TN, TR. 

RV: EV, GH, XE, 

AZ, BY, rZ, KZ, 

EE, ES, FI. 7R, 

SI, SK, TR. 

SN, TD, TG 

AU 2004246821 a: 

CA 252947B K 

EP 163S816 a: 

R: AT, BB, CH, DE, 

IE, SI, F 

BR 2004011430 

CN 1B0934S 

US 2005004100 

NO 2006000268 
PRIORITY APPIM. INFO. : 



Al 20041223 WO 2004-EP51089 
AL, AM, AT, AU, AZ, BA, 



OE, DK, 

HU, 10, XL, IN, 

W, LV. KA, KD, 

pa, PL, PT, HO. 

TT, TZ, UA, UG, 

LS, MW, MZ, NA, 

MD, RU, TJ, TM, 

GB, GR, BU, 



OH, OZ, EC. 



MG, MX. KN, 



BF. BJ. CF, 



CI, CM. GA. 



20040611 

BR, Btf, BY, BZ, CA, CH, 

EE, EG, ES, FI, GB, GD, 

EE, ICG, K?, KR, KZ, LC, 

MX, MZ, NA, NI, 

SO, SE, SG, SK, SL, SY, 

VC, VN, YU, ZA, 2M, Z¥ 

SZ, TZ, UG, ZM, Ztf, AM, 

BG. CH, CY. CZ, DE, DK, 

MC, NL, PL, PT, RO. SE, 

GN, GQ. Gtf, ML. HR. NE. 



20041223 
20041223 
20060322 
OK, ES, FR, < 
RO, CY, TR, BG, < 
A 20060725 
A 20060726 
Al 20050106 
A 2006031 S 



AU 2004-246821 
CA 2004>2529478 
EP 2004-741779 

I, GR, IT, LI, LU, ! 

;, EE, HU, PL, SX 
BR 2004-11430 
CN 2004-80017127 
US 2004-869038 
NO 2006-268 
EP 2003-101796. 
VO 2004-EP51089 



20040611 
20040611 
20040611 
SE. HC. PT. 

20040611 
20040611 
20040617 
2006qil8 
A 20030619 
V 20040611 



OTHER SOURCE(S): MARPAT 142:79913 

ED Entered STN: 23 Dec 2004 

Afi Disclosure is compds. *rf.th a general formula of A- (X1-0N02) S, wherein A is 
a known ACE-inhibitor such as enalapril and XI is a spacer such as a 
(Cl-C6)-alkylene. The compds. can be used as ACB-inhibitors for the 
treatment of csidicvascular and renal diseases and inflamaatocy processes. 
The coapds. have an improved Pharmacol, activity vhen compared with the 
structurally closest related prior act compound For example, synthesized 
N- [ (IS) -l-ethoxycarbonyl-3-phenylpr«wll -L-alanyl-L-proline 
3-nitrooitypropyl ester hydrogen m«leate vas found to have good 
vasorelaxation property. 

IT B117B7-07-2 8117B7-09-4 811787-11-8 
811787-13-0 111787-15-2 811787-17-4 
811787-19-6 811787-21-0 811787-23-2 
811787-25-4 811787-27-6 811787-29-8 
811787-31-2 811787-33-4 811787-35-6 



L8 ANSWER 3 OF 10 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
811787-38-9 811787-39-0 

RL: THU (Therapeutic use)i BIOL (Biological study) i USES (Uses) 

(enalapril-nitroxy derivs. and related compd. as ACE inhibitors for the 
treatment of cardiovascular and renal diseases) 
RN 811787-07-2 HCAPLUS 

CN L-Proline, N2-{ (IS) -l-carbojfy-3-phenylpropyll -N6-( [4- 

(nitrooxy)butoxylcarbonyl]-L-ly8yl-, 2-[3-(nitrooxy)propyl] ester (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



02N' 




RN 811787-09-4 HCAPLUS 

CN L-ProUne, N2- [ (IS) -l-carbojry-3-phenylprt^l) -N6-( (4- 

(nitrooxy)buto*yIcarbonyl]-L-lysyl-, 2-I4-(nitrooxy)butyll ester (9CI) 
(CA INDEX NAME) 

Absolute stereochaalatcy. 




O2N 



m 811787-ll-B HCAPLUS 

CN L-ProUne, N2- ( (IS) -l-carboxy-S-phenylprwU-KS-I 

(nitrooxy)butoxyl carbonyl] -L-lysyl-, 2-t2-( (2- (nitcooxy) ethyl] thio] ethyl] 
ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Ph = ^NH 



02N^^(CH2)4^'*Y ° 



(Continued) 
PAGE 1-A 



--N02 

RN 811787-13-0 HCAPLUS 

CN L-ProUne. N2-( (IS) -l-carbo«y-3-phenylpropyll -N6-( [4- 
(nitrooxy)butoxyJcacbonyl}-L-ly»yl-, 2-(2-[2-(nitroo»y)ethaiiy] ethyl] ester 
(9CI) (CA INDEX NAME) 

Absolute stereocheiaistry. 
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(Continued) 
PAGE 1-B 



^N02 

RN 811787-15-2 HCAPLUS 

CM L-ProUne. N2-t (IS) -l-carboxy-3-phenylpropyll -Ne- 
ll (nitcooxy) methoxyjcarbonyll -L-lysyl-. 2-l3-(nitrooxy)propyl] ester (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



CI02H 
Ph^'^^^-^IIH 



1. 



,(CH2)3^^N02 



RN 811787-17-4 HCAPLUS 

CN L-ProUne. N2-l(lS)-l-carboxy-3-phenylpropyll-N6- 

[t(nitrooxy)metho«ylcarbonylJ -L-lysyl-, 2-[4-(nitrooxy)butyl] ester (9CI) 
(CA IHOB( NAME) 

Absolute stereocheaistry. 



.<CH2)4 MO2 



RN 811787-19-6 HCAPUIS 

CM L-ProUne. N2-l(lS)-l-carboxy-3-phenylpr«wll-N6- 

l [ (nitcooxy) methexyl carbonyl] -L-lysyl-. 2- [2- [2- (nltrooxy)ethoxyl ethyl] 
ester (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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RN 811787-21-0 HCAPLUS 

CM L-Proline, N2- t (IS) -l-carboxy-3-phenylpropyl] -N6' 
[ [ ( nit cooxy) me thoicy ) ca rbonyi J -l~ lysy 1- , 2- { 2" f C 2 - 
(nitrooxy) ethyl} thio] ethyl] ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



X. 



RN 8I17B7-23-2 HCAPLUS 

CN L-Proline, N2-[ {lS)-l-carboKy-3-phenylpropyl] -l^6-CIl- 
(nit^ooxy)ethoxyJca^bonyll-L-lyayl-, 2-[3-<nitrooify)propyl) ester (»«) 
(CA INDEX NAME) 

Absolute stereochemistry. 



p2H 



-O o 

02N 



X 



RN 811787-2S-4 HCAPLUS 

CN l-Proline, N2- [ (IS) -l-carboKy-3-phenylpropyl] -N6-( [l- 
(nitrooxy)ethoxy]cerbollyl] -L-lysyl-, 2-{4-(nitroo«y) butyl] ester (9CI) 



L8 AN5VER 3 OF 10 HCAPLUS COPYRIGHT 2007 ACS on STN 
(CA INDEX NAME) 



Absolute stareocheaistry. 



02N^ 



V 

A, 



RN 811787-27-6 HCAPLUS 

CN L-Proline, N2-[ (IS) -l-carboiiy-3-phenylpropyl] -N6-[[l- 
(nitroo^ty)etho«y]carbenyl] -L-lysyl-, 2-C2-[2-(iutcooiiy)ethoifyJethyl] ester 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

C02H 



YY 




RN 811787-29-8 HCAPLUS 

CN L-ProUno, •N2-( (lS)-l-carboxy-3rpheiylpropylJ-N6-([l 

(ni trooxy) ethoxy] ca rbonyi] -L-lysyl-, 2-[2- [ [2- (nitrooxy) ethyl) thio) ethyl) 
ester (9CI) (CA INQBX NAME) 

Absolute stereochemistry. 
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RN 811787-31-2 HCAPLUS 

CN L-ProUne, N- [ (IS) -l-carboxy-3-phenylpropyl} -L-alanyl-, 
2-(3- (nitrooxy) propyl] ester (9C1) (CA INDEX NAME) 

Absolute stereochemistry. 



C02H 



(CH2)3 N02 



RN B117B7-33-4 HCAPLUS 

CN L-ProUne, N-[ (IS) -l-carboxy-S-phenylpropyl] -L-alanyl-, 
2- (4- (nitrooxy) butyl] ester (9CX) (CA INDSC NAME) 

Absolute stereochemistry. 



CO2H 



He-^^0 



^(CH2)4^^N02 



La ANSWER 3 OF 10 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
2-l2-t2- (nitrooxy) ethoxyjethyl) ester (9CI) (CA INDBSt NAME) 

Absolute stereochemistry. 



C02H 
h^^^^NH 

Me^' 



RN 811787-39-0 HCAPLUS 

CN L-FroUne, K- { (IS) -l-cart>oxy-3-phenylpropyl) -L-alanyl-, 

2-(2-{[2-(tiltrooxy)«thyl|thio]etIiyl) ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




R2PERENCS OOUNTt 



1 THERE ARE 1 CITED REFSRENCBS AVAILABLE FOR THIS 
RECORD. KLL CITATICMS AVAILABLE IN THE RE FORMAT 



RN 811787-35-6 HCAPLUS 

CM L-ProUne, N-[ (IS) -l-carboxy-3-pheiiylpropyl] -L-alanyl- 
2- [5- (nitrooxy) pen tyl] ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



p2H 



0 



^(CH2)5^^„02 



RN 811787-38>9 HCAPLUS 

CN L-ProUne, N- [ (IS) -I-cacboxy-3-phenylpropyl) -L-alanyl*, 



10527062 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



PATENT ASSIGNEE (S): 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY AOC. NUM. COUNT: 
PATENT INFORMATION: 



2004:252532 HCAPLUS 
140:276202 

Proline esters and preparations containing the : 

for percutaneous adsunist ration 

Furuishi, Takayukii Hinaaii, Xunihirof Hinotfa, 

Takayukii Komine, Hihof Kimura, Kunihiko 

Toaeiyo Ltd., Japan 

PCT Int. Appl.f 38 pp. 

CODEN: PIXXD2 

Patent 

Japanese 



ENT NO. 






KIND 


DATE 






APPLICATION 


NO. 






DATE 


2004024754 




Al 




20040325 




VO 2003- 


JP11420 






20030908 


tf: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, BG, 


BR, 


BY, 


BZ, 


CA 


, CH, CN, 


CO, 


CR, 


CU. 


CZ, 


DE. 


DK, 


DM, 


DZ, 


EC, EE, 


EG. 


ES, 


n. 


GB 


. 60, 6E, 


GH, 


GH, 


HB, 


HU. 


ID, 


IL, 


IN, 


IS, 


JP, KE, 


KG, 


RPr 


KR, 


KZ 


, LC, LK, 


LR. 


LS, 


LT, 


LU, 


LV, 


MA, 


HD, 


MG, 


MK, MN, 


MV, 


MX, 


MZ, 


NI 


, NO, NZ, 


OH, 


PG, 


PH, 


PL, 


PT 


RO, 


RU, 


SC, 


SD, SE, 


SG, 


sx. 


SL, 


SY 


, TJ, TM, 


TM, 


TR. 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VC, VN, 


YU. 


ZA, 


ZH, 


zv 




R»: GH, 


CM, 


KE, 


LS, 


HV 


MZ, 


SD, 


SL, 


SZ, TZ, 


UG, 


ZM, 


zw. 


AM 


, AZ, BY, 


KG, 


KZ, 


MO, 


RU, 


TJ 


TM, 


AT, 


BE, 


BG, CH, 


CY, 


CZ, 


DE, 


DK 


, EE, ES, 


FI, 


FR, 


GB, 


GR, 


HU 


IE, 


IT, 


LU 


KC, NL, 


PT, 


RO, 


SE, 


SI 


, SK, TR, 


BF, 


BJ, 


CF. 


CG, 


CI 


CM, 


GA, 


GN 


GQ, GV, 


ML. 


MR, 


NE, 


SN 


, TD, TG 


24987S7 






Al 




20040325 




CA 2003-2498757 






20030908 


2003261989 




Al 




20040430 




AU 2003-261989 






20030908 


1S381S8 






Al 




20050608 




EP 2003-795307 






20030908 


R: AT, 


BE, 


CH, 


OE, 


DK 


ES, 


FR, 


GB 


GR, IT, 


LI 


LU, 


NL, 


SE 


, MC, PT 


IE, 


SI, 


LT, 


LV. 


FI 


BO, 


MK, 


CY 


AL, TR, 


BG 


CZ, 


EE 


HU 


, SK 


168 IB 39 






A 




20051012 




CN 2003- 


821438 






20030909 


2005288232 




Al 




20051229 




US 2005- 


527062 






20050309 


f APPLN. 


INFO.: 












JP 2002- 


-265276 




A 


20020911 
















VO 2003- 


-JP11420 




V 


20030908 



OTHER SOURCE(S): HARPAT 140:276202 

ED Entered STN: 26 Mar 2004 

AB l-{N-[ (IS) -l-carbony-S-phenylpropylJ-L-alanyllrL-proUne esters or .. 
pharmaceutically acceptable salts thereof are useful as a prodrug for 
enalaprilat, vhich is a medicine useful in the prevention of and 
treatments for, e.g., circulatory diseases such as hypertension, cardiac 
diseases (cardiac hypertrophy, cardiac failure, myocardial infarct, etc.), 
nephritis, and apoplexy. A medicine containing either of thes* is suitable 
for use as a preparation for percutaneous administration, aspeclally an 

adhesive 

patch, froa the standpoints of medicinal activity and use. For eManple, a 

composition vas formulated containing 
1-[N- [ (IS) -l-carbo«y-3-phenylpropyl) -L- 

alanyl] -L-prolina 2-hydroxysthyl aster (preparation given), iso-Pr 
nyristate, 

lauronacrogol, Quintac 3421, Quintona MlOO, and paraffin oils and spread 
on a PET film to give an adhesive patch. 
IT 674796-29-3P, l-[ll- [ (15) -l-Carbony-S-phenylpropylJ-L-alanyl] -L- 
proline tert-butyl ester 

RL: RCT (Rsactant)! 5PN (Synthetic preparation) 7 PREP (Preparation)) RACT 



AMSWER 4 OF 10 HCAPLUS COPYRIGHT 2007 ACS on STH (Continued) 
(Reactant or reagent) 

(prepn. of proUne esters as prodrugs for enalaprilat for percutaneous 

administration) 
674796-29-3 HCAPLUS 

L-ProUne, M- [ (IS) -l-carbOKy-3-phenylpropyll -L-alanyl-, 
2- (1. l-dimethylethyl) ester (9CI} (CA INDEX HAKE) 



Absolute stereochemistry. 




IT 674285-96-2P 67428S-97-3P 6742B5-98-4P 

674285-99-5P 674286-OD-lP , ^ , 

RL: SPN (Synthetic preparation)* THU (Therapeutic usb)i BIOL (Biological 
study); PREP (Preparation) t USES (Uses) 

(preparation of proline esters as prodrugs for enalaprilat for 
percutaneous 

administration) 

RN 674285-96-2 HCAPLUS ,^ 
CN L-ProUne, N-[ (IS) -l-c8rboKy-3-phenylpropyll -L-alanyl-, 2- (2-hydroKyethyl) 
ester (9CI) (CA INDEX NAME) 

Absolute stereocheiaistry. 




RN 674285-97-3 HCAPLUS 

CN L-Proline, N-[ (IS) -l-carbo»y-3-phenylpropylJ -L-alanyl-, 
2- O-hydroxypcopyl) ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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p2H 



x 



RN 67428S-98-4 HCAPLUS 

CN L-Proline, M-[ (IS) -l-carboay-3-phenylpropyl] -L-alanyl-, 2- C4-hydco«ybutyl) 
ester (9CI} (CA INDEX NAME) 

Absolute stereochemistry. 



TO2H 



X^<CH2)4^ 



Ki 674285-99-5 HCAPLUS 

CN L-Proline, N- [ (IS) -l-carboKy-3-phenylpropyll -L-alanyl-, 

2-[2-(2-msthoxyethoxy)ethyl] ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



C02H 

Ph-'^^'-^Nl 




RN 674286-00-1 HCAPLUS 

CN L-ProUne, N- ( (IS) -l-carboxy-3-phenylpropyl] -fc-alanyl-, 2- (2-Bethc«yethyl) 
ester (9CI) (CA INDEX NAME) 
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X. 



REFERENCE COUNT: 



3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



Absolute stereochemistry. 
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L8 ANSWER 5 OF 
A(X:ESSI0N NUMBER: 
DOCUMENT NUHBER: 
TITLE: 



CORPORATE SOURCE! 
SOURCE: 

OOCUKENT TYPE: 

lANGUACE: 

ED Entered STNl 



10 HCAPLUS COPYRIGHT 2007 ACS on STN 
1994:630627 HCAPLUS 
121:230627 

Design, synthesis and enzyme inhibitory activities of 
new trifluoros»thyl-containing inhibitors for 
angiotensin converting enzyme 

Ojiraa, Iwaoj Janeison, Fabian Aw Pete, Bela; Radunz, 
Hans; Schittenheln, Christine; Lindner, Hans J.) 
Emith, Arturo E. 

Dep. Chem.. State Univ. Nev York, Stony Brook, NY, 
11794-3400, USA 

Drug Design and Discovery (1994) r 11 (2) r 91-113 
CODEN: DDDIEV) ZSSN: 1055-9612 
Journal 
EngUsh 
12 Nov 1994 



^N^ C021 



AB Trifluoronethyl-containing analogs of captopril (I) as veil as analogs and 
homologs of enslaprilat were prepared and evaluated for inhibition of 
angiotensin converting system (ACE). Direct subsUtution of 
tcifiuocomethyl for Me produced a very potent captopril analog with an 
ICSO of 3 + 10-10 M in vitro. Hydrophobicity and conformational 
effects of trlfluoromethyl group are among the reasons accounting for this 
activity. Structure-activity relation is studied based on mol. mechanics 
calcns. using a Il-SCF-nol. mechanics program (PIHH) as well as SYBYL moX. 
mechanics program. Simultaneous incorporation of trif luoromethyl and an 
indoline residue unexpectedly yielded a less potent captopril analog (1C50 
■ 8 ■» 10-B M) . Enalaprilat analogs derived from replacement of the 
alanine residue with trif luoronorvaline and trifluoronorleucine residues 
gave nodarately potent compds. (ICSO - 2-6 + 10-8 M) . The 
structure-activity relation for these f luoroenalaprilat analogs is 
discussed in comparison with known analogs. 

IT 158H0-42-2P 158140-43-3P 15B249-81-1P 
15B249-82-2P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation of, as intermediate for captopril or enalaprilat analog) 
RH 158140-42-2 HCAPLUS , _ 

CN L-Proline, 1- [N- (l-carboay-3-phenylpropyl) -5,5, S-trif luoro-L-norvalyl] 

2-(l,l-dimethylethyl) ester, (S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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(Continued) 



P02H 




RN 158140-43-3 HCAPLUS , 

CN L-ProUne, 1-[N- (l-carbo)ty-3-phenylpropyl)-6,6,6-tcifluoro-L-norleucyll- 
2-(3,l-dimethylethyl) ester. (S)- (9CI) JCA INDDt NAME) 

Absolute stereochemistry. 



C02H 



P3C^ 



(CH2)3 ^ 



RN 158249-81-1 HCAPLUS 

CN L-ProUne, 1- [N- (l-carbOKy-3-phenylpropyl) -5, 5. 5-trif luoro-L-norvalyll - 
2-(l,l-diBBthylethyl» ester, (R)- (9CI) (CA INDEK NAME) 

Absolute stereochemistry. 
002H 




RN 158249-82-2. HCAPLUS 

CN L-ProUne, 1-[N- (l-carbOKy-3-phenylpropyl)-6,6,6-trifluoro-L-norleucylJ- 
2-(l,l-diiBethylBthyl) ester, (R)- (9CI) (CA INDEX NAME) 
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Absolute stereochemistcy. 



C02H 
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CORPORATE SOURCE: 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 
OTHER SOURCE (S) : 
ED Entered STN: 



TCAPLUS COPYRIGHT 2007 ACS on STN 
1990:235824 HCAPLUS 
112:235824 

Angiotensin converting enzyme inhibitors. 9. Novel 
[ [N- (l-carboiiyl-3-phenylpropyl) aminoj acylj glycine 
derivatives with diuretic activity 

Barton, Jeffrey N.i Piwinski, John J.i Skiles, Jerry 
W.I Regan, John R.» Menard, Paul R. ; Desai, Rohit; 
Golec, F. S.} Reilly, Laurence W.i Goetzen, Thomas; et 
al. 

Rorar Cent. Res., Horsham, PA, 19044, USA 

Journal of Medicinal Chemistry (1990), 33(6), 1600-6 

CODEN: JMCHAB; ISSN: 0022-2623 

Journal 

English 

CASREACT 112:235824 
3 Jun 1990 



GI 



CH2002H 
.X-N-2- 



Ph(CH2)2>^X-N-2 f ^ 



002R ^ S02NH2 



A series of ools.< having .sulfonamide diuretic moieties covalently linked 
to non-sulfhydryl angiotensin converting enzyme (ACE) inhibitors, e.g. I 
[R - Bt. X - Ala, Z - NMeCa2, (S) -CH(CH2CHMe2) ; R - H, X - Ala, Lys, 
Lys (C02CH2Ph) , Z - CH2i R - H, X - Ala, Z - (CH2)3, (S)-CBHel. were prepared 
and tested for both activities. 150 values for ACE inhibition as low as 7 
nM were observed Discemable diuretic activity was seen for several 
hydrochlorothiazide-based aola. Effects of the ACE inhibitory and 
diuretic structures on the resp. potencies are discussed. 

126849-86-3P ^ , 

RL: RCT (Reactant) » SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and deblocking of, with hydrogen chloride) 
126849-86-3 ffilAPLUS 

L-Proline, l-tN6-t3-(aminosulfonyl)-4-chlorobenzoyl)-N2-(l-carboay-3- 
phenylpropyl)-L-lysylI-. 2-(l,l-diaethylethyl) ester, (S)- (9CI) (CA 
INDEX NAME) 



10527062 



L8 ANSWER 6 OF 10 HOVPLOS COPYRIGHT 2007 ACS on STN 
CI 



ANSVER 7 OF 10 HCAPLUS COPTOIGHT 2007 ACS on STN 




PATENT ASSIGNEE (S): 
SOURCES 

DOCUMENT TYPE: 



(CH2)4 C02H 
CH- NH- Of- CH2- CH2- Ph 



FAMILY ACC. HUM. COUNT: 
PATENT INFORMATION: 



19B9:4S8356 HCAPLUS 
111:SB356 

Preparation of N- (l-carbo«y-3-phenylpcopyl) alanine 

derivatives as diuretics and antihypertensives 

Bretting. Claus Aaga Svensgaardi Bruun, Hertar Feit 

Peter Verneci Godtfredsen, tfagn Ole 

Leo Pbamaceutlcal Products Ltd. A/S, Den. 

Brit. UX Pat. Appl., 35 pp. 

COOEN: BAXXDU 

Patent 

EngUsh 

1 



KIND DATE 



APPLICATION NO. 



II 

C-OBu-t 



GB 2207129 A 
PRIORITY APPLN. INFO. : 
ED Entered STN: 20 Aug 1989 



GB 1987-16466 
GB 1987-16466 



19870713 
19870713 



q3. 



H2NS0^ 

C02- 



) NHEt 

AB (S.S)-PhCH2CH2CH(C02Bl)NHCHMBCOR [Ii R - azole and atine groups 01-Q3, 
R4NCH2C02H; SI of R1,R2 - R5C02Z and the other may be H, alkyi, 
aralkyl) R4 " 2-indanyli R5 - residua of a compound with diuretic and/or 
saluretic activity* 2 - CHR3, CH2Ca(0H)CH2, CH2CR6:CR7CH2.l R3 - H, alkyl, 
aralkylt R6R7 - 0C02] were prepared as diuretics and a nU hypertensives (no 
data) . TO 3-ethylattinQ-4-pheno)cy-5-sulfamoylb«nioic acid in CB2C12 

contai ni no 

NaHCOS and Bu4NKS04 in H20 was added C1S03CH2C1 in CH2C12 and stirring was 
continued IS min to give the chlocooethyl eater Q4CH2C1 which was stirred 
6 days with Q30COCH2Ph (R2 - K) to give Q30COCH2Ph (R2 - CH2Q4). The 
latter was hydrogenoUzed to Q3H IR2 - CH2Q4) which was stirred S h with I 
(R - Rl - H) in DMF containing hydronybenzotriazole and DOC to give I (R - 

Q3, 

Rl - H. R2 - CH204). 
IT 85918-74-7 
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RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(reaction of, in prepn. of diuretics and antihypertensives) 
BS918-74-7 HCAPLUS 

L-ProUne, 1-lN- (l-caEboxy-3-phenylpropyl) -L-alanylJ-, 2-(phenylaethyl) 
ester, (S)- (9CI) (CA INDEX NAME) 



C02H 

Ph-CB2-CH2-CH-NH O 
Me-CH-C 
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EU 44578 

HU 196834 
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HCAPLUS COPYRXGIfr 2007 ACS on STN 
1989:213348 HCAPLUS 

110:213348 , ^ 

Preparation of alanylproUne derivatives usable in the 
drug industry 

Fodor, Taraasi Fischer, Janost Stefko, Belai Oobay, 
Laszlo 

Richtar, Gedeon, Vegyeszeti Gyac Rt., Hung. 
Hung. Teli«»» 16 pp. 



Patent 

Hungarian 
1 



KINO DATE 



A2 
B 



19880328 
19890130 



APPLICATION NO. 
HU 1986-2688 
HU 1986-2688 



DATE 

19860627 
19860627 



ED Entered STN: 10 Jun 1989 
GI 



MARPAT 110:213348 



(S> (S) (S) 
Phai2CH2CHNHCKRlCON — r-C02R 

C02H 



Ph (S) (S) (S) 
) r~NI*CHRlCO— N— r-C02R 



AB Title coopds. (Ii R - H, protective groupi Rl - alkyl, allcylamino) are 
prepared by reduction of the dihydrofuranone derivs. II. 

N-C5(B)-Phenyldihydro- , , 

2(3H)furanon-3(S|-yl]-(S)-alanyl-(S)-proUoe benzyl ester-HCl (preparation 
given) was hydrogenated in MeCH, over Pd/charcoal, to give 
N- [1 (S) -carbo«y-3-phenylpropyl) - (S) -alanyl- (S) -proUne. 

IT 120439-27-2P 

RL: SPN (Synthetic preparation); PRKP (Preparation) 
(preparation of) 

RN 120439-27-2 HCAPLUS 

CN L-proline, l-tN-(l-carbo»y-3-phanylpropyl) -L-alanyll-. 

2-(l,l-diB«thylethyl> eater, Bonohydrochloride, (S)- <9Cn (CA INDEX 
HAKE) 



Absolute stereocheaistcy. 
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ACCESSION NUMBER: 
DOCUHENT NUMBER: 
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INVENTOR (S) : 
FATOIT ASSIGNEE (S): 
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LANGUAGE: 
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PATENT INFORMATION: 



1985:471710 HCAPLUS 
103:71710 

N-Cacboxynethyi (unsaturated) lysyl and 
a- (s-aoinoalkyl) glycyl amino acid 
antihypertensive agents 
Patchett, Arthur A.; Vu, Ku T. 
Merck and Co., Inc. , USA 
African, 64 pp. 
SFXXAB 
Patent 
English 
1 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



ZA 0302509 A 19841128 ZA 1983-2509 19030411 

PRIORITY APPLN- INFO. : US 1982-367199 A 19920412 

ED Entered STN: 07 Sep 198S 

AB Title conoids. RlCH<CO2R)NHCHR2C0N( (CH2) nR3JCHR4C02R (R - H, alkyl. 
aralkyl. acyli Rl - H, Cl-12 alkyl, cyclic alkyl, unsatd. alkyl. 
subsUtuted alkyl, (un) substituted aryl or heteroaryl, etc.i R2 - 
(CH2)pX(CH2)qNHR5 [X - CH:CH or C.tplbond.Ci R5 - H, alkyl, aralkyl, acyli 
p - 0-3* q - I, 2Ji R3 - alkyl, benzofused cycloalkyl or bicycloalkyl, 
(un) substituted acyl or heteroaryl, substituted alkyl* R4 - H, alkyli R3 
and R4 nay be joined with carbon atoms to form a ringi n - 0-4} were 
prepared as antihypertensives (no data) due to their abiUty to inhibit 
angiotensin-converting enzyme. Thus, trans-H2NCH2CH:CHCH2CH(NH2)C02H was 
treated with N-benzyloi»ycarbonylojty-5-norbornene-2, 3-dicarboximide In E20 
and 0.5M methanolic KOH to give 39% trans-ZNHCH2CH:CHCH2CH(NH2)C02H (Z - 
PhCH202C). which was treated with (Boc)20 (Boc - Ke3C02C) in IM 
Naca/MeSOQH to give 98% tcan9-ZNHCB2CHtCHCH2CH(NHBoc)002H. The latter was 
coupled with R-L-Pro-OCB2Ph.IICl by DOC in CH2C12 containing Bt3N to give 
trans-ZNHCH2CH:CHCH2CH(NHBoc)CO-L-Pro-OCH2Ph (I), which was isolated as 
isomer A and B. I isomer A was Boc-deblocked by CF3C02H and then treated 
with PhCH2CH2COC02H in the presence of NaBH3CN to give 47» 
trans-R6NHCH2CH:CHCH2CHlNHCH(C02R7)CH2CH2Ph]C0-L-Pro-0R7 II (R6 - 2, R7 - 
CH2Ph) , which was deblocked by HBr/HOAc to give 62» II (R6 - R7 - H) . 

IT 97589-99-6P1 97590'00-6P 97590-04-OP • 

RL: RCT (Reactant) i SPN (Synthetic preparation)! PREP (Preparation)! RACT 
(Reactant or reagent) 

(preparation and deblocking of) 

RN 97SB9-99-6 HCAPLUS 

CN L-Proline, 1-(N2- (l-carboxy-3-phenylpropyl) - (E) -4, 5-didehydro-N6- 

[(phenyl«ethOKy>carbonyl]lysyll-, 2- (phenylmethyl) ester, (R)- (9CI) (CA 
INDEX NAME) 
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C02H 

O Ph-CH2-CH2-CH-NH 0 

11 I ii 

Ph-CK2-0-C-KH-CH2-CH=CH-CH2~CH-C ^ 

^"■y^C- 0-CB2- Ph 

RN 97S90-00-6 HCAPLUS 

CN L-Proline, l-[N2-(l-carboicy-3-phenylpropyl)-(E) -4,5-didehydro-N6- 
[(phenylnetboxy)carbonyl]ly^yl]-, 2-(phenyljaethyl) ester, (S)- (9CI) 
INDEX NAME) 



O Ph-CH2-CH2-CH-NH O 

11 I 11 

Ph-CH2-0- C-KH-CH2- CB=Ctt-CH2-CH- C 



C-0-CH2-Ph 



97590-04-0 HCAPLUS 

L-Proline, l-tN2- (l-carboxy-3-phenylpropyl)- (Z) -4, 5-didehydro-N6- 
[(phenylBethojiy)carbonyl}lysyll-, 2- (phenylaethyl) ester, (R)- (9CI) 
INDEX NAME) 



Ph-CH2-CH2-CH-NH O 



Ph-CH2-0-C- NH- CH2- C 



=CH-CH2-CH-C 



.6- 



C-0-CH2— Ph 



97S31-72-1P 

RL: RCT (Reactant) / SPN (Synthetic preparation)* PREP (Preparation)* RACT 

(Rsaccant or reagent) 

(preparation and reductive alkylation of, with oxophenylbutanoic add) 

97531-72-1 HCAPLUS 

L-Proline, l-(N2-(l-carboiry-3-phenylpropyl)-(E)-4,5-dldehydro-N6- 

[(phenyInethOKy>carbonylllysyl]-, 2-(phenylacthyl) ester (9CI) (CA INDEX 
NAME) 
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O Ph-Ca2-CH2-CH-NH 0 

Ph- ca2-0-C-NH- CH2- CH=:CH-CH2- CH- C 



✓"v^C-'0-CH2— P 



97590-OS-lP 

RL: SPN (Synthetic preparation)* PREP (Preparation) 

(preparation of) 
97590-05-1 HCAPLUS 

L-ProUne, 1- tN2- (l-carboxy-3-phenylpropyl) - (Z) -4 , 5-did«hydro-N6- 
[(phenylmethoxy)carbonyl] lysyl]-, 2- (phenylmethyl) ester, (S)- (9CI) (CA 
INDEX NAME) 



II 

to-O-C-H 



Ph-CH2-CH2-CH- 



=CH-CH2-CH-C 



C-0-CH2-Ph 
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ACCESSION NUHBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR(S): 

PATENT ASSIGNEE (S): 
SOURCE: 



DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 



19B3:48B574 HCAPLUS 
99:68574 

Araino acid derivatives as antihypertensives 
Harri», Elbart B.» Patchett, Arthur A.» Tristraa, 
Edvacd V.i vyvratt, Matthew J. 
Merck and Co.. loc. , USA 

U.S., 33 pp. CQnt.-in-part of U.S. Ser. No. 79.898, 

abandoned. 

CODEN: USXXAH 

Patent 

EngUsh 

2 



PATENT INFORMATION: 
PATENT NO. 


KIND 


DATE 


APPLICATION NO. 




DATE 


US 4374829 


A 


19830222 


US 


1981-235335 




19910217 


CS 237325 


B2 


19850716 


CS 


1982-1339 




19820226 


CS 237326 


B2 


19850716 


CS 


1982-1340 




19820226 


CS 237327 


B2 


198S0716 


CS 


1982-1341 




19820226 


CS 237328 


B2 


19BS0716 


CS 


1982-1342 




19820226 


US 4472380 


A 


19B40918 


US 


19B2-423916 




19820927 


OA 1275349 


C2 


19901016 


CA 


19B6-S18334 




19860916 


CA 1300313 


C2 


19920505 


CA 


1986-518335- 




19860916 


CA 1262684 


A2 


19891107 


CA 


1988-576715 




19880907 


CA 1276S59 


C2 


19901120 


CA 


1988-576716 




19SS0907 


CA 1275350 


C2 


19901016 


CA 


1989-607198 




19890801 


PRIORITY APPUI. INTO. I 






US 


197B -968249 


A2 


19781211 






US 


1979-36279 


A2 


19790507 








US 


1979-79899 


A2 


19791009 








CA 


1979-341340 


A3 


19791206 








CS 


1979-8645 


A3 


19791211 








US 


1981-235335 


A3 


19810217 



CITHER 50URCE(S»: CASREACT 99:88574 

EO Entered STN;. 12 May 1984 

AB BCOCR1R2NHCHR3C0NR4CR5R7C0R6 [R,R6 - OH. alkojty. alkenoxy, 

dialkylaninoalkoxy, acylaninoalkOKy, acyloxyalkoxy. (un) substituted 
aryloxy or acalkoicy. NH2. alkylanino, dialkylamino, arylalkylamino, NHOHi 
Rl - H, Cl-20 alkyl, substituted alkyl or Ph. (un) substituted aralkyi, • 
heteroaralkyl, aralkenyl oc heteroaralkenyli R2, R7 - H, alkyl; R3 - H, 
(un) substituted alkyl or phenylalkyl* R4 - H alkyl; R5 - (un) substituted 
alkyl, Fh, phenylalkyl, hydroxyphenylalkyl; NR4CR5 - (un) substituted ring) 
ware prepared as antihypertensives and angiotensin-converting enzyme 
inhibitors (no data). Thus, H-L-Ala-L-Pco-OH was condensed with 
Phca2COC02H in the presence of NaBH3CN to give diastereomerlc 
PhCB2CH(C02H) -L-Ala-L-Pro-OH. 

IT 85918 -69-OP ^ , 

RL: RCT (Reactant) t SPN (Synthetic preparation) i PREP (Preparation) i RACT 
(Reactant or reagent) 

(preparation and hydrogenolysis of) 

RN 85918-69-0 HCAPLUS 

CN L-Proline, l-(N2-(l-carboiiy-3-phenylpropyl)-N5-[imino(iU.troanino)Bethyl|-L- 
ornithyl]-, 2- (phenylnethyl) ester (9CI> (CA INDEX NAME) 
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C02H 



IT B5918-74-7P 

RL: SPN (Synthetic preparation)! PREP (Preparation) 
(preparation of) 
RN 85918-74-7 HCAPLUS 

CN L-ProUno, 1-[N- (l-carboxy-3-pb«nylpropyl) -L-alanylJ-, 2- (phenylBOthyl) 
ester, (S)- (9CI) (CA INDEX HAKE) 



Ph-CH2-CH2-CH-HH O 



C- O- Ca2- Ph 



Absolute stereochenistry. 
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=> log y 

COST IN U.S. DOLLARS 



FULL ESTIMATED COST 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 

CA SUBSCRIBER PRICE 
STN INTERNATIONAL LOGOFF AT 08:21:19 ON 09 FEB 2007 



SINCE FILE 
ENTRY 
57-90 



SINCE FILE 
ENTRY 
-7.80 



TOTAL 
SESSION 
408.41 

TOTAL 
SESSION 
-7.80 



Connecting via Winsock to STN 



Welcome to STN International! Enter x:x 

LOGINID: ssptanagl626 

PASSWORD: 

TERMINAL (ENTER 1, 2, 3, OR ?) :2 



* * 


★ ★ 


* * 


* ★ 


NEWS 


1 






NEWS 


2 






NEWS 


3 


OCT 


23 


NEWS 


4 


OCT 


30 


NEWS 


5 


NOV 


03 


NEWS 


6 


NOV 


10 


NEWS 


7 


NOV 


10 


NEWS 


8 


NOV 


20 


NEWS 


9 


DEC 


01 


NEWS 


10 


DEC 


11 


NEWS 


11 


DEC 


14 


NEWS 


12 


DEC 


14 


NEWS 


13 


DEC 


18 


NEWS 


14 


DEC 


18 


NEWS 


15 


DEC 


18 


NEWS 


16 


DEC 


18 


NEWS 


17 


DEC 


27 


NEWS 


18 


JAN 


08 


NEWS 


19 


JAN 


16 


NEWS 


20 


JAN 


16 


NEWS 


21 


JAN 


16 


NEWS 


22 


JAN 


22 


NEWS 


23 


JAN 


22 



* Welcome to STN International ********* 

Web Page URLs for STN Seminar Schedule - N. America 
"Ask CAS" for self-help around the clock 

The Derwent World Patents Index suite of databases on STN 
has been enhanced and reloaded 

CHEMLIST enhanced with new search and display field 
JAPIO enhanced with IPC 8 features and functionality 
CA/CAplus F-Term thesaurus enhanced 

STN Express with Discover? free maintenance release Version 
8.01c now available ... , 

CA/CAplus to MARPAT accession nvimber crossover limit increased 
to 50,000 

CAS REGISTRY updated with new ambiguity codes 

CAS REGISTRY chemical nomenclature enhanced 

WPIDS/WPINDEX/WPIX manual codes, updated-. 

GBFULL and FRFULL enhanced with IPC 8 features and 

functionality 

CA/c;^lus pre-1967 chemical substance index entries enhanced 

with preparation role 

CA/CAplus patent kind codes updated 

MARPAT to CPi/CPqplus accession number crossover limit increased 
to 50,000 

MEDLINE updated in preparation for 2007 reload 

CA/CAplus enhanced with more pre-1907 records 

CHEMLIST enhanced with New Zealand Inventory of Chemicals 

CA/CAplus Company Name Thesaurus enhanced and reloaded 

IPC version 2007.01 thesaurus available on STN 

WPIDS/WPINDEX/WPIX enhanced with IPC 8 reclassification data 

CA/CAplus updated with revised CAS roles 

CA/CAplus enhanced with patent applications from India 
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NEWS 24 JAN 29 PHAR reloaded with new search and display fields 

NEWS 25 JAN 29 CAS Registry Number crossover limit increased to 300^000 in 

multiple databases 

NEWS 26 FEB 13 CAS REACT coverage to be extended 

NEWS 27 Feb 15 PATDPASPC enhanced with Drug Approval numbers 

NEWS 28 Feb 15 RUSSIAPAT enhanced with pre-1994 records 

NEWS 29 Feb 23 KOREAPAT enhanced with IPC 8 features and functionality 



NEWS EXPRESS 



NEWS HOURS 
NEWS LOGIN 
NEWS IPCS 
NEWS X25 



NOVEMBER 10 CURRENT WINDOWS VERSION IS VS.Olc, CURRENT 

MACINTOSH VERSION IS V6.0c(ENG) AND V6.0Jc(JP), 

AND CURRENT DISCOVER FILE IS DATED 25 SEPTEMBER 2006. 

STN Operating Hours Plus Help Desk Availability 
Welcome Banner and News Items 

For general information regarding STN implementation of IPC 8 
X.25 communication option no longer available 



Enter NEWS followed by the item niiraber or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or iitplementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties - 

************** STN Columbus ************** 
FILE 'HOME' ENTERED AT 16:11:54 ON 23 FEB 2007 



=> fil reg 

COST IN U.S. DOLLARS 
FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
0.21 



TOTAL 
SESSION 
0.21 



FILE 'REGISTRY' ENTERED AT 16:12:10 ON 23 FEB 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2007 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 22 FEB 2007 HIGHEST RN 922800-14-4 
DICTIONARY FILE UPDATES: 22 FEB 2007 HIGHEST RN 922800-14-4 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH June 30, 2006 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 



10527062 



http : / /www. cas , org/ONLINE/UG/regprops . html 



=> 



Uploading C:\Prograin Files\Stnexp\Queries\10527062ssl . str 

0 




chain nodes : 

6 7 8 9 10 11 13 19 20 21 22 23 24 26 27 
ring nodes : 

1 2 3 4 5 12 14 15 16 17 18 . 
chain bonds : 

2-6 3-22 6-7 6-13 7-8 8-9 9-10 9-19 10-11 11-12 19-20 19-21 22-23 
22-24 23-26 26-27 
ring bonds : 

1-2 1-5 2-3 3-4 4-5 12-14 12-18 14-15 15-16 16-17 17-18 
exact/norm bonds : 

1-2 2-3 2-6 6-13 7-8 8-9 22-23 22-24 23-26 26-27 
exact bonds : 

1-5 3-4 3-22 4-5 6-7 9-10 9-19 10-11 11-12 
normalized bonds : 

12-14 12-18 14-15 15-16 16-17 17-18 19-20 19-21 

isolated ring systems : 
containing 1 : 12 : 



Match level : ^ 

l:Atom 2:Atom 3:Atom 4:Atom 5:Atom 6:CLASS 7:CLASS 8:CLASS 9:CLASS 

10: CLASS 11: CLASS 12: Atom 13: CLASS 14: Atom 15: Atom. 16: Atom 17: Atom 18: Atom 

19: CLASS 20: CLASS 21: CLASS 22: CLASS 23: CLASS 24: CLASS 26: CLASS 27: CLASS 



LI STRUCTURE UPLOADED 

=> d 11 

LI HAS NO ANSWERS 
LI STR 
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Structure attributes must be viewed using STN Express query preparation. 



=> s 11 

SAMPLE SEARCH INITIATED 16:12:36 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 142 TO ITERATE 

100.0% PROCESSED 142 ITERATIONS. 

SEARCH TIME: 00.00.01 



0 ANSWERS 



FULL FILE PROJECTIONS: ONLINE **COMPLETE** 

BATCH **COMPLETE** 
PROJECTED ITERATIONS: 2126 TO 3554 

PROJECTED ANSWERS: 0 TO 0 



L2 



0 SEA SSS SAM LI 



=> s 11 full 

FULL SEARCH INITIATED 16:12:40. FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 2947 TO ITERATE 

100.0% PROCESSED 2947 ITERATIONS 

SEARCH TIME: 00.00.01 



18 ANSWERS 



L3 



18 SEA SSS FUL LI 



=> fil hcaplus 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
172.10 



TOTAL 
SESSION 
172.31 



FILE 'HCAPLUS' ENTERED AT 16:12:46 ON 23 FEB 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 
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PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 
COPYRIGHT (C) 2007 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated, in .the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 23 Feb 2007 VOL 146 ISS 10 
FILE LAST UPDATED: 22 Feb 2007 (20070222/ED) 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

=> s 13 

L4 2 L3 

-> d ed ibib abs hitstr 1-2 
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ANSWER 1 OF 2 HCAPLUS COPYRIGHT 2007 ACS on STN 
Entered STN: 23 Dec 2004 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 

PATENT ASSIGNEE (S): 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORHATION: 



2004:1124626 HCAPLUS 
142:79913 

Enalaprll-nitrojty derivatives and related comptsunds as 
ace inhibitors foe the treatment of cardiovascular 
diseases 

Almi rente, Nicolettai Ongini, Ennio» Del Soldato, 

Fiero 

NicoK S. A., Fr. 

PCT Inc. Appl., 132 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT 


NO- 






KIND 


DATE 


APPLICATION NO. 




DATE 




























VO 


2004110432 




Al 




20041223 


TO 2004- 


EPSioag 




20040611 




V: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU. AZ, 


BA, BB 


, BG, 


BR, 


BW, 


BY, 


BZ, CA, CH. 






CN, 


CO, 


CR. 


CU. 


CZ, 


DB, OK, 


ON, DZ 


. EC. 


EE, 


EG, 


ES, 


FI, GB, GO, 






GB, 


GH, 


GH. 


BR. 


HU. 


ID, XL, 


IN, IS 


, JP. 


KE, 


ICG, 


KP, 


KR, KZ, LC, 






LK, 


LA, 


LS, 


LT, 


LU, 


LV, HA, 


MD, H6 


. NK. 


MN, 


MW, 


MX, 


MZ, NA, NI, 






NO, 


NZ, 


OH, 


PG, 


PH. 


PL, PT, 


RO, RU 


, SC. 


SD, 


se; 


SG, 


SK, SL, SY, 






TJ, 


TM, 


TN, 


TR. 


TT. 


TZ, UA, 


UG, US 


, uz. 


VC, 


VN, 


YU, 


ZA, ZM, ZV 




Rtf; 


! BV, 


GH, 


GH, 


KE, 


LS, 


My, MZ, 


NA, SO 


, SL, 


SZ, 


TZ, 


UG, 


ZM, ZV, AH, 






AZ, 


BY, 


XG, 


KZ, 


HO, 


RU, TJ, 


TM, AT 


, BE, 


BG, 


CH, 


CY, 


CZ, OE, OK. 






EE, 


ES, 


FI, 


FA, 


GB. 


on, HU, 


IE. IT 


, Ul, 


HC, 


NL, 


PL, 


PT, RD, SE, 






SI, 


SK, 


TR, 


BF, 


BO, 


OF, CG, 


CI, CM 


, GA, 


6N, 


GQ, 


GV, 


ML, HS, HE, 






5N. 


TD, 


TG 


















20040611 


AU 


2004246821 




Al 




20041223 


AU 


2004- 


246821 




CA 


2S29478 






Al 




20041223 


CA 


2004- 


2529478 




20040611 


EP 


1635816 






Al 




20060322 


EP 


2004- 


741779 




20040611 




R: 


AT, 


BE, 


CH, 


DE, 


OX, 


ES, FR, 


GB, GR 


, IT, 


LI. 


LU. 


NL, 


SE, KC, PT, 






IE. 


SI, 


FI, 


RO. 


CY. 


TR, BG. 


CZ, EE 


. HU. 


PL, 


SK 




20040611 


BR 


2004011430 




A 




20060725 


BR 


2004< 


11430 




CN 


180934S 






A 




20060726 


CN 


2004-80017127 




20040611 


US 


2005004100 




Al 




20050106 


. US 


2004-869038 




20040617 


NO 


2006000268 




A 




20060315 


NO 2006-268 






20060118 


RITY APFLN. 


INFO.: 








EP 


2003- 


•101796 




A 20030619 


















VO 2004-EPS10B9 




V 20040611 



OTHER SOURCE (S) : 



MARPAT 142:79913 



Disclosure is compds. with a general formula of A- (X1-0N02) S, wherein A is 
a known ACE-inhibitor such as enalapril and XI is a spacer such as a 
(Cl-C6)-ailcylene. The compds. can be used as ACE-inhibitors for the 
treatnent of cardiovascular and renal diseases and inflammatory processes. 
The compds. have an improved Pharmacol, activity when compared with the 
structurally closest related prior art compound For esas^ile, synthesized 
N-[ (IS) -l-ethoxycarbonyl-S-phenylpropyll-L-alanyl-L-pcoUne 
3-nitrooxypropyl ester hydrogen maleate vas found to have good 
vasorelaxation property. 
811787-07-2 811787-09-4 811787-13-0 
811787-15-2 811787-17-4 811787-19-6 
811787-23-2 811787-25-4 911787-27-6 
811787-31-2 811787-33-4 B117B7-35-6 
811787-38-9 
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RL: THU (Therapeutic use)* BIOL (Biological study)! USES (Uses) 

(enalapril-nitroxy derivs. and related compd. as ACE inhibitors for the 

treatnent of cardiovascular and renal diseases) 
811787-07-2 HCAPLUS 

L-ProUne, H2-[ (IS) -l-carbo«y3-phenylpropyl]-M6-Ct4- 
(nitrooxy)butoxy]carbonyll-L-lysyl-, 2-l3-(nitrooxy)propyll ester (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 



p2H 



02N'^ 



Y" 



RN 811787-09-4 WZMIUS 

CN L-ProUne, N2-[ (IS) -l-carbo«y-3-pbenylpcopyl] -»6-l [1- 

(nitrooxy)butoxy]carbonylJ-L-lysyl-, 2-[4- (nitrooxy)butyl) ester (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 

C02H 
Ph^^^^^-^NH 



02N^**^(« 



RH 811787-13-0 HCAPLUS 

CM L-ProUne. H2-[ (lS)-l-carboxy-3-phenylpropyll-li6-I [4- , , „ 

(nitrooiiy) butoxyl carbonyl] -L-lysyl-, 2- (2- [2- (nitroosy}ethoicy] ethyll ester 
(9CX) (CA INDQC NAHZ) 

Absolute stereochemistry. 
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PAGE 1-A 



C02H 
Ph^'^^-^HH 
02N^^^ (CH2)4'"''Y^ <CH2)4^^SV^' 



^N02 

RN 811787-15-2 HCAPLUS 

CN L-ProUne, N2-1 (lS)-l-carboxy-3-pheny^prcOTll-H6- 
[ ( (nitroo«y)BSthoJiy}carbonyl] -L-lysyl-. 2-t3-(nitroo»y)propylI ester (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



K 



RN 811787-17-4 HCAPLUS 

CN L-ProUne. N2- [ (IS) -l-carbony-3-phenylpropylJ -N6- 

t((nitroo»y)Detho«y]carbonyll -L-lysyl-, 2-14- (nitroojiy) butyl| ester (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



ANSVER 1 OF 2 HCAPLUS COPYRIGHT 2007 ACS on STM (Continued) 



C02H 



02N-^^^^- (012)4-^' 



RN 811787-19-6 HCAPLUS 

CN L-ProUne, N2-[ (IS) -l-carboxy-3-phenylpropyll-N6- , ,» 

I ( (nitroo>ry)methojty] carbonyl] -L-lysyl-. 2-I2-t2- (nitrooxy)etho«ylethylJ 
ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 811787-23-2 HCAPLUS 

CN L-ProUne, N2-( (IS) -l-carbo»y-3-phenylprapyll-N6-[ (I- 

(nitroo«y)etho»yIcBrbonyll -L-lysyl-. 2-C3-(nitrocwy)propylI ester (9C1) 

(CA INDBC NAME) 

Absolute stereochemistry. 



C02H 



02H^" 



A. 



,(CH2)3 N02 



RN 811787-25-4 HCAPLUS „t 
CN L-ProUne. ll2-((lS)-l-carbo»y-3-phenylpropyll-N6-[ll- 

(nitroo«yiethoiylcarbonyi|-L-ly»yl-, 2-t4-(nltrooity)butyll ester (9CI) 

(CA INDEX NAME) 



Absolute stereochemistry. 
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U AWSWER 1 OF 2 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 



C02H 



02N^ 



V tai2)4 N02 



m 811787-27-6 HCAPLUS 

CH L-ProUne, N2- ( (IS) -l-cacboxy-3-phenylpropyll -N6- ( [1- 

(nitcooKy)ethoxy]carbonyl)-L-ly9yl-, 2- {2- [2- (nitrooxy) ethoxy] ethyl] ester 
(9CI) (CA INDEX NAHE) 

Absolute stereocheaistcy. 




RN 811787-31-2 HCAPLUS 

CN L-Prollne, N-( (IS) -l-cacboxy-3-ph«nylpropyll -L-alanyl-< 
2> [3- ( nit rooxy) propyl) ester (9CI) (CA INDEX NAHE) 

Msolute stereochemistry. • 



C02H 
h^^^^^NH 



RN 811787-33-4 HCAPLUS 

CN L-Proline. N-f (lS>-a-carboxy-3-phenylpropyl)-L-alaayl-, 
2-t4-Cnitroo«y)butyll ester (9CI) (CA INDEX NAHE) 



L4 ANSWER 1 OF 2 HCAPUIS COPYRIGHT 2007 ACS on STN (Continued) 
Absolute stereochemistry. 



C02H 



611787-35-6 HCAPLUS 

L-Proline, N- ( (IS) -l-carboxy-3-phenylpropylJ -L-alanyl-, 
Z-t5-(nitrooxy)pentyl] ester (9CZ) (CA INDEX NAHE) 



Absolute stereochemistry. 



A 



RN 8117B7-3B-9 HCAPLUS 

CN L-ProUne, N-I (lS)-l-carboxy-3-phenylpropyl]-L-alanyl-, 

2-l2-t2-(nitrooiiy)ethoxylethyl] ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




REFERENCE COUNT: 



THERE ARE 1 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L4 ANSWER 1 OF 2 HCAPLUS COPYRIGHT 2007 ACS on STN 



L4 AN5VER 2 OF 2 HCAPLUS COPYRIfflT 2007 ACS on STN 
ED Entered STN: 26 Har 2004 



ACCESSION NUMBER: 
DOCIMENT NUMBER: 
TITLE: 



PATENT ASSIGNEE (S): 
SOURCE: 

DOCUHENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUN. COUNT: 
PATENT INFORHATIM: 

PATENT NO. 



2004:252532 HCAPLUS 
140:276202 

Proline esters and preparations containing the same 

for percutaneous administration 

Furuishi, Takayulcij Hinani, Kunihiroi Hinowa, 

Takayukir Komine, Hihoi Kimira, Xunihiko 

Toaeiyo Ltd., Japan 

PCT Int. Appl., 38 pp. 

CODEN: FIXXD2 

Patent 

Japanese 



VO 2004024754 

V: AE, AG, AL, 

CO, CR, CU, 

GH, GM, HR, 

LR, LS, LT, 

OM, PG. PH, 

TN, TR, TT, 

RV: GH, GM, KE, 

XG, XZ, MD, 

ri, FR, GB, 

BFr BJ, CF, 
CA 2498757 
AU 2003261989 
EP 1538158 

R: at, be, CH, 

IE, 51, LT 
CN 1681839 
US 2005288232 
PRIORITY APPLN. INFO.: 



KINO DATE 

Al 20040325 

AM, AT.'aU. hZ, 

C2, DE, DK, EM, 

HU, ID, IL, IN, 

LU. LV, MA, MD, 

PL, PT, RO, RU, 

T2, UA. UG, US, 

LS, MV, HZ, SO, 

RU. TJ, TM, AT, 

GR, HU, IE, IT, 

CG, CI, CM, GA, 

Al 20040325 

Al 20040430 

Al 20050608 

DE, DX, ES, FR, 

LV, FI, RO. HK, 

A 20051012 

Al 20051229 



APPLICATim NO. 



DATE 



WO 2003-JF11420 20030908 
BA, BB, BG, BR, BY, BZ, CA, CH, CN, 
DZ, EC, EE, EG, ES, FI, GB, GO, GS, 
IS, JP, KE, KG, KP, KR, K2, LC, LK, 
MG, HK, MM, HW, MX, M2, NI, NO, NZ, 
SC, 50, SE, S6, SX, SL. SY, TJ, TH, 
U2, VC. VM, YU, 2A, ZM, ZH 
SL, SZ, TZ, UG, ZM, ZW, AM, AZ, BY, 
BE. BG. CH, CY. CZ, DE, DK, EE, ES, 
LU, HC. NL, PT, RO, SE, SI, SK, TR, 
GN, GQ, GW, ML, MR, NE, SN, TD, TG 

20030908 

20030908 
20030908 
SE, MC, PT, 
HU, SK 
20030908 
20050309 
L 20020911 
r 20030908 



CA 2003-2498757 
AU 2003-261989 
BP 2003-795307 
GB, GR, IT, LI, LU, NL, 
CY, AL, TR. BG, C2, EE, 

CjS! ^005_- 527 06|> 
JP 2002-265776 I 
WO 2003-JP11420 \ 
OTHER S<X)RCE(5): MARPAT 140:276202 

AB i-[N-[(lS)-l-carboxy-3-phcnylpropyll-L-alanyl]-L-proUne esters or 

pharmaceutlcally acceptable salts thereof are useful as a prodrug tor 
enalaprilat, which is a oedicine useful in the prevenUon of and 
treatments for, e.g., circulatory diseases such as hypertension, cardiac 
diseases (cardiac hypertrophy, cardiac failure, myocardial infarct, etc.), 
nephritis, and apopleiiy. A medicine containing either of these is suitable 
for use as a preparation for percutaneous administration, especially an 

adhesive 

patch, from the standpoints of medicinal activity and use. For exaaple, a 

cosiposition was formilated containing 
1-tN- [ (IS) -l-carboiiy-3-phenylpropylJ -L- 

alanyl] -L-proUne 2-hydroxyethyl ester (preparation given), Iso-Pr 
myristate, 

lauromacrogol, Quintac 3421, Quintone MlOO, and paraffin oils and spread 
on a PET film to give an adhesive patch. 
IT 6742B5-96-2P 674285-97-3P 674285-98-4P 
6742B5-99-SP 674286-OO-lP 

RL: SPN (Synthetic preparaUon) ; THU (Therapeutic use)i BIOL (Biological 
study) r PREP (Preparation) I USES (Uses) 

(preparation of proline esters as prodrugs for enalaprilat for 
percutaneous 

administration) 
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L4 ANSWER 2 OF 2 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
RN 674285-96-2 HCAPLUS 

CN L-Proline, H- [ (IS) - l-cacbOKy-3-phenylpropyll -L-alanyl-, 2- (2-hydroxyethyl) 
ester {9CI) (OA INDEX NAME) 

Absolute stereocheaistcy. 



C02H 



RN 6742BS-97-3 HCAPLUS 

CN L-ProUne, N-[ (IS) -l-carbOKy-3-phBiiylprqpyl) -L-alanyl-, 
2-(3-hydrojiypropyl) ester (9CI) (CA INDEX NAME) 

Absolute stereochenistry. 



C02H 



m 674285-98-4 HCAPLUS 

CN L-Proline. N- [ (IS) -l-carboity-3-phenylpropyl] -L-alanyl-, 2- (4-hydcoKybutyl). 
ester (9CI) (CA INDEX NAME) 

Absolute stereochenistry. 

C02H 



L4 ANSWER 2 OF 2 BCAPLU5 COPYRIGHT 2007 ACS on STN (Con 
RN 674285-99-5 HCAPLUS 

CN L-ProUne, N- 1 (IS) -l-carboJcy-3-phenylpropyl] -L-alanyl-, 
2-(2-(2-oethoxyethoicy|ethyl] ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

CO2H 



a 



BH 674296-0O-1 HCAPLUS ^ _ ,^ 

a* L-Proline, N-J (IS) -l-carbOKy-3-phenylpropyll -I-'al*"/!-* 2-(2-iaetho«yetliyl) 
ester (9CI) (CA INDEX NAffE) 

Absolute stereochemistry. 



C02H 



X. 



REFERENCE COUNT: 



THERE ARB 3 CITED REFERENCES AVMLABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



10527062 



=> s enalaprilat 

L5 980 ENALAPRILAT 

=> s 15 and prol 
=> s 15 and prol? 

559583 PROL? 
L6 92 L5 AND PROL? 

=> s 15 and 13 

2 L3 

L7 1 L5 AND L3 

=> e ed ibib abs hitstr 

El 2 ECZYMA/BI 

E2 54883 ED/BI 

E3 0 — > ED IBIB ABS HITSTR/BI 

E4 30 EDO/BI 

E5 1 EDOO/BI 

E6 1 ED002/BI 

E7 28 EDOl/BI 

E8 2 EDOIS/BI 

E9 1 ED02AH/BI 

ElO 3 ED03/BI 

Ell 2 ED036/BI 

E12 ■ 1 ED041/BI 



=> d ed ibib abs hitstr L7 
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L7 ANSWER 1 OF 1 HCAPLUS COPYRIGHT 2007 ACS on STN 
ED Entered STN: 26 Har 2004 




ACCESSim NUHBER: 
DCCUKENT NUKBER: 
TITLE: 



PATENT ASSIGHEE(S) : 



DOCUMENT TYPE: 
LANGUAGE: 

FAMILY AGO. NUN. C6UNT: 
PATENT INFORMATION; 



2004:252532 HCAPLUS 
140:276202 

Proline esters and preparations containing the i 

for percutaneous adninist ration 

Furuishi, Takayuki; Minarai, Kunihiroi Mi nova, 

Takayukif Koaine, Hi ho; Kinura, Kunihiko 

Toaeiyo Ltd.« Japan 

PCT Int. hppl.t 3B pp. 

CODEN: PIXX02 

Patent 

Japanese 

1 



PATENT NO. 



KINO DATE 



APPUCATICN NO. 



DATE 



VO 2004024754 

tf: AE, AG, 

CO, CR, 

GH, GM, 

LR, LS, 

CM, PC, 

TN, TR, 

Rtf: <m. GU, 



Al 20040325 

AL« AM, AT, Ml, AZ, BA, 

CU, CZ, DE, DX, DM, OZ, 

HR, HU, 10, XL, IN. IS, 

LT, LU, LV, MA, MD, MG. 

PH, PL, PT, RO. RU, SC. 

TT, TZ, UA, UG, US. U2, 

XE, LS, NV, MZ, SD, SL, 

MD, RU, TJ, TH. 



VO 2003-JP11420 
BB, BG, BR, BY, 

EC, EE, EG, ES, 
JP, KE, KG, KF, 
MX, MN, KV, MX, 



20030908 
BZ, OA, CH, CN. 
FI, GB, GD, GE, 
KR, XZ, LC, LK, 
MZ, NI, NO, NZ, 



SZ, TZ, UG, 
BG, CH. CY, CZ; 
IE, IT, LU, MC, HL, PT, RO, 
GN, GQ, GV, ML, MR 
20O4O32S CA 2003-2498757 
2004 0430 AU 2003-261989 
20050608 EP 2003-795307 
AT, BE, CH, DE, DX, ES, FR, GB, GR, IT, LI, LU 
IE, SI, LT, LV, FI, RO, MK, CY, AL, TR, BC, CZ 
CN 1681839 A 20051012 CN 2003-821438 

US 2005288232 Al 20051229 

PRIORITY APPLN. INFO.: 



SO, SE, SG, SX, SL, 5Y, TJ, TM, 

vc, vn; YU, 



FI, FR, GB, GR, 

BF, BJ, CF, CG, CI, 
CA 2498757 Al 
AU 2003261989 Al 
EP 1538158 



US 2005-527062 
JP 2002-265276 
VO 2003-JP11420 



ZV, AM, AZ, BY, 
DE, DX, EE. ES, 
SB, SI, SK, TR, 
NE, SN, TO, TG 
20030908 
20030908 
20030908 
NL, SE, KC, PT. 
EE, HU, SX 

20030908 
20050309 
A 20020911 
V 20030908 



OTHER SOURCE (S): MARPAT 140:276202 

AB l-(N-[ (lS)-l-carboxy-3-phonylpropylJ-L-alanyl) -L-proline esters or 

pharraaceutically acceptable salts thereof are useful as a prodrug for 
enalaprilat, which is a medicine useful in the prevention of and 
treatments for, e.g., circulatory diseases such as hypertension, cardiac 
diseases (cardiac hypertw^hy, cardiac failure, nyocardial infarct, etc.), 
nephritis, and apoplexy. A medicine containing eitheir of these is suitable 
for use as a preparation for percutaneous adndnistration, especially an 

adhesive 

patch, from the standpoints of medicinal activity and use. For exanple, a 

composition vas fornulated containing 
l-(N-I(lSJ-l-carboxy-3-phenylpropyl]-L- .... 

alanyll-L-proUne 2-hydroxyethyl ester (prepaeaUon given). iso-Pr 
nyristate, 

lauronacroqol, Quintac 3421, Quintone MlOO, and paraffin oils and spread 
on a PET film to give an adhesive patch. 
IT 6742e5-96-2P 674285-97-3P 6742B5-98-4P 

674285-99-5P 674286-00-lP , ^ , 

RL: SPN (Synthetic preparation) ; THU (Therapeutic use) i BIOL (Biological 



L7 ANSWER 1 OF 1 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
study); PREP (Preparation)! USK (Uses) 

(prepn. of proUne esters as prodrugs for enalaprilat for 
percutaneous adstinist ration) 
RN 674285-96-2 HCAPLUS , ^ , „ ^.^ 

CN L-ProUne, N-[ (IS) -l-cacboMy-S-phenylpropylJ-L-alanyl-, 2- (2-)iydro3vetbyl) 
ester (9CX) (CA INDEX NAME) 

Absolute stereocheo^stry. 



C02H 



X. 



RN 674285-97-3 HCAPLUS 

CN L-ProUnei N-[ (IS) -l-carbo)cy-3-phenylpropylJ -L-alanyl-, 
2- (3-hydro«yprapyl) ester (9CI) (CA INDEX NAME) 

Absolute stareochemlstcy. 




RH 674 285-98 -4 HCAPLUS 

CM L-Ptoline, N-( (IS) -l-cacboiry-3-phenylpr<wll -I*-"!""/!-- 
ester (9CX) (CA INDEX NAME) 

Absolute stereochesdstry. 



2- (4-faydroiiyfautyl) 



L7 ANSWER I OF 1 HCAPLUS COPYRIGHT 2007 ACS on STH 

C02H 
Ph'^^-^KH 



^....l.^(CH.„^ 



RN 674285-99-5 HCAPLUS 

CN L-ProUne, H- [ (IS) -l-cacboicy-3-phenylpropyl] -L-alanyl-. 
2-[2-(2-inethoxyethosy)ethyl] ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 674286-00-1 HCAPLUS 

CN L-ProUne, N-t (IS) -l-carboxy-3-phenylpropyll -L-alanyl-, 2- (2-methoifyethyl) 
ester (9CI) (CA INDEX NAME) 

. Absolute stereocheaistcy. 



p2H 



RERIUNCE COUNTt 



THERE ARB 3 CTTED RSTERBICES AVAIIASLB FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN TBB RB FORMAT 



10527062 
=> log y 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 28.81 201.12 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) SINCE FILE TOTAL 

ENTRY SESSION 

CA SUBSCRIBER PRICE -2.34 -2.34 



STN INTERNATIONAL LOGOFF AT 16:15:31 ON 23 FEB 2007 
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Connecting via Winsock to STN 



Welcome to STN International! Enter x:x 

LOGINID: SSPTANAG1626 

PASSWORD: 

TERMINAL (ENTER 1, 2, 3, OR ?):2 



■*■ * 


* * 


★ * 


★ * 


* Welcome to STN International ********** 


NEWS 


1 






Web Page URLs for STN Seminar Schedule - N. America 


NEWS 


2 






"Ask CAS" for self-help around the clock 


NEWS 


3 


OCT 


23 


The Derwent World Patents Index suite of databases on STN 










has been enhanced and reloaded 


NEWS 


4 


OCT 


30 


CHEMLIST enhanced with new search and display field 


NEWS 


5 


NOV 


03 


JAPIO enhanced with IPC 8 features and functionality 


NEWS 


6 


NOV 


10 


CA/CAplus F-Term thesaurus enhanced 


NEWS 


7 


NOV 


10 


STN Express with Discover! free maintenance release Version 










8.01c now available 


NEWS 


8 


NOV 


20 


CA/CAplus to MARPAT accession number crossover limit increased 










to 50^000 


NEWS 


9 


DEC 


01 


CAS REGISTRY updated with new ambiguity codes 


NEWS 


10 


DEC 


11 


CAS REGISTRY chemical nomenclature enhanced 


NEWS 


11 


DEC 


14 


WPIDS/WPINDEX/WPIX manual codes updated 


NEWS 


12 


DEC 


14 


GBFULL and FRFULL enhanced with IPC 8 features and 










functionality 


NEWS 


13 


DEC 


18 


CA/CAplus pre-1967 chemical substance index entries enhanced 










with preparation role 


NEWS 


14 


DEC 


18 


CA/C^lus patent kind codes updated 


NEWS 


15 


DEC 


18 


MARPAT to CA/CAplus accession number crossover limit increased 










to 50,000 


NEWS 


16 


DEC 


18 


MEDLINE updated in preparation for 2007 reload 


NEWS 


17 


DEC 


27 


CA/CAplus enhanced with more pre-1907 records 


NEWS 


18 


JAN 


08 


CHEMLIST enhanced with New Zealand Inventory of Chemicals 


NEWS 


19 


JAN 


16 


CA/Ci^lus Company Name Thesaurus enhanced and reloaded 


NEWS 


20 


JAN 


16 


IPC version 2007.01 thesaurus available on STN 


NEWS 


21 


JAN 


16 


WPIDS/WPINDEX/WPIX enhanced with IPC 8 reclassification data 


NEWS 


22 


JAN 


22 


CA/CAplus updated with revised CAS roles 


NEWS 


23 


JAN 


22 


CA/CAplus enhanced with patent applications from India 


NEWS 


24 


JAN 


29 


PHAR reloaded with new search and display fields 


NEWS 


25 


JAN 


29 


CAS Registry Number crossover limit increased to 300,000 in 



multiple databases 



NEWS EXPRESS NOVEMBER 10 CURRENT WINDOWS VERSION IS V8.01c, CURRENT 
MACINTOSH VERSION IS V6.0c(ENGj AND V6.0Jc(JP), 
AND CURRENT DISCOVER FILE IS DATED 25 SEPTEMBER 2006. 

NEWS HOURS STN Operating Hours Plus Help Desk Availability 

NEWS LOGIN Welcome Banner and News Items 

NEWS IPC8 For general information regarding STN implementation of IPC 8 

NEWS X25 X.25 communication option no longer available 

Enter NEWS followed by the item number or name to see news on that 
specific topic. 



10527062 



All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties, 

*★★★***★★***** STN Columbus *************** 



FILE 'HOME' ENTERED AT 08:16:30 ON 09 FEB 2007 



=> fil reg 

COST IN U.S. DOLLARS 



FULL ESTIMATED COST 



SINCE FILE TOTAL 
ENTRY SESSION 
0.21 0.21 



FILE ♦REGISTRY' ENTERED AT 08:16:41 ON 09 FEB 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2007 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 7 FEB 2007 HIGHEST RN 919834-45-0 
DICTIONARY FILE UPDATES: 7 FEB 2007 HIGHEST RN 919834-45-0 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH June 30, 2006 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http : //www. cas . org/ONLINE/UG/regprops . html 

=> 



Uploading C:\Program Files\Stnexp\Queries\10527062 . str 




chain nodes : 

6 7 8 9 10 11 13 19 20 21 22 23 24 

ring nodes : 

1 2 3 4 5 12 14 15 16 17 18 



10527062 



chain bonds : 

2-6 3-22 6-7 6-13 7-8 8-9 9-10 9-19 10-11 11-12 19-20 19-21 22-23 
22-24 

ring bonds : 

1-2 1-5 2-3 3-4 4-5 12-14 12-18 14-15 15-16 16-17 17-18 
exact/norm bonds : 

1-2 2-3 2-6 6-13 7-8 8-9 22-23 22-24 
exact bonds : 

1-5 3-4 3-22 4-5 6-7 9-10 9-19 10-11 11-12 
normalized bonds : 

12-14 12-18 14-15 15-16 16-17 17-18 19-20 19-21 
isolated ring systems : 
containing 1 : 12 : 

Match level : 

liAtom 2: Atom 3: Atom 4: Atom 5: Atom 6: CLASS 7: CLASS 8: CLASS 9: CLASS 

10: CLASS 11: CLASS 12: Atom 13: CLASS 14: Atom 15: Atom 16: Atom 17: Atom 18: Atom 

19: CLASS 20: CLASS 21: CLASS 22: CLASS 23: CLASS 24: CLASS 



LI STRUCTURE UPLOADED 

=> d 11 

LI HAS NO ANSWERS 
LI STR 



O 




Structure attributes must be viewed using STN Express query preparation. 



.=> s 11 

SAMPLE SEARCH INITIATED 08:17:02 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 142 TO ITERATE 

100.0% PROCESSED 142 ITERATIONS 14 ANSWERS 

SEARCH TIME: 00.00.01 



FULL FILE PROJECTIONS: ONLINE **COMPLETE** 

BATCH ** COMPLETE** 
PROJECTED ITERATIONS: 2126 TO 3554 

PROJECTED ANSWERS: 56 TO 504 
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L2 14 SEA SSS SAM LI 

=> s 11 full 

FULL SEARCH INITIATED 08:17:06 FILE 'REGISTRY* 
FULL SCREEN SEARCH COMPLETED - 2944 TO ITERATE 



100.0% PROCESSED 2944 ITERATIONS 311 ANSWERS 

SEARCH TIME: 00.00.01 

L3 311 SEA SSS FUL LI 



=> fil hcaplus 

COST IN U.S. DOLLARS 



FULL ESTIMATED COST 



SINCE FILE TOTAL 
ENTRY SESSION 
172.10 172.31 



FILE » HCAPLUS' ENTERED AT 08:17:11 ON 09 FEB 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLJIASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2007 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS. 1907 - 9 Feb 2007 VOL 146 ISS 8 
FILE LAST UPDATED: 8 Feb 2007 (20070208/ED) 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 



This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

=> s 13 ' • 

L4 2253 L3 



=> fil reg 

COST IN U.S. DOLLARS 
FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
5.20 



TOTAL 
SESSION 
177.51 



FILE 'REGISTRY' ENTERED AT 08:18:20 ON 09 FEB 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN. CUSTOMER AGREEMENT. ' 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2007 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 



STRUCTURE FILE UPDATES: 7 FEB 2007 

DICTIONARY FILE UPDATES: 7 FEB 2007 



HIGHEST RN 919834-45-0 
HIGHEST RN 919834-45-0 



New CAS Information Use Policies, enter HELP USAGETERMS for details. 
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TSCA INFORMATION NOW CURRENT THROUGH June 30, 2006 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http: //www. cas . org/ONLINE/UG/regprops .html 

=> 



Uploading C:\Program Files\Stnexp\Queries\10527062sl . str 




chain nodes : 

6 7 8 9 10 11 13 19 20 21 22 23 24 26 27 28 29 30 31 32 33 
ring nodes : 

1 2 3 4 5 12 14 15 16 17 1,8 
chain bonds : 

2-6 3-22 6-7 6-13 7-8 7-31 7-32 8-9 9-10 9-19 9-30 10-11 10-28 10-29 
11-12 11-26 11-27 19-20 19-21 22-23 22-24 23-33 
ring bonds : 

1-2 1-5 2-3 3-4 4-5 12-14 12-18 14-15 15-16 16-17 17-18 

exact/norm bonds : 

1-2 2-3 2-6 6-13 7-8 8-9 22-23 22-24 23-33 
exact bonds : 

I- 5 3-4 3-22 4-5 6-7 7-31 7-32 9-10 9-19 9-30 10-11 10-28 10-29 11-12 

II- 26 11-27 
normalized bonds : 

12-14 12-18 14-15 15-16 16-17 17-18 19-20 19-21 
isolated ring systems : 
containing 1 : 12 : 



Match level. : ' 

l:Atom 2: Atom 3: Atom 4: Atom 5: Atom 6: CLASS 7: CLASS 8: CLASS 9: CLASS 
10: CLASS 11: CLASS 12: Atom 13: CLASS 14: Atom 15: Atom 16: Atom 17: Atom 18: Atom 
19: CLASS 20: CLASS 21: CLASS 22: CLASS 23: CLASS 24: CLASS 26: CLASS 27:CL7VSS 
28: CLASS 29: CLASS 30: CLASS 31: CLASS 32: CLASS 33: CLASS 



L5 STRUCTURE UPL07U)ED 
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=> d 15 

L5 HAS NO ANSWERS 
L5 STR 




Structure attributes must be viewed using STN Express query preparation. 



=> s 15 

SAMPLE SEARCH INITIATED 08:19:56 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 142 TO ITERATE 

100.0% PROCESSED 142 ITERATIONS 1 ANSWERS 

SEARCH TIME: 00.00.01 

FULL FILE PROJECTIONS: ONLINE **COMPLETE** 

BATCH ** COMPLETE** 
PROJECTED ITERATIONS: 2126 TO 3554 

PROJECTED ANSWERS: 1 TO 80 

L6 1 SEA SSS SAM L5 

=> 3 15 full 

FULL SEARCH INITIATED 08:20:00 FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 2944 TO ITERATE 

100.0% PROCESSED 2944 ITERATIONS . 37 ANSWERS 

SEARCH TIME: 00.00.01 



L7 37 SEA SSS FUL L5. 

=> fil hcaplus ' . 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 173.00 350.51 

FILE 'HCAPLUS' ENTERED AT 08:20:09 ON 09 FEB 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2007 AMERICAN CHEMICAL SOCIETY (ACS) 
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Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 9 Feb 2007 VOL 146 ISS 8 
FILE LAST UPDATED: 8 Feb 2007 (20070208/ED) 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

=> s 17 

L8 10 L7 



=> d ibib ed abs hitstr 1-10 
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ACCESSION NUMBER: 
OOCUHENT NUHBER: 
TITLE! 

INVENTOR(S>: 
PATENT ASSIGNEE (S): 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



2006:1124123 HCAPLUS 
145i 455276 

Preparation of amino add dtrivatives with high 
tharap«utic index 
Chandran. V. Ravi 
USA 

U.S. Pat. Appl. Publ., 139pp. 

CODEN: USXXCO 

Patent 

English 

3 
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C02H 



KIND DATE 



APPLICATION NO. 



US 


2006241017 




Al 




20061026 




US 


2006- 


343557 




20060130 


VO 


200504657S 




A2 




20050526 




VO 


2004- 


US24901 




20040729 




V: 


AE, AG, 


AL, 


AM, 


M, 


AU, AZ, 


BA, 


BB 


, BG, 


BR, BV, 


BY, 


BZ, CA, CH, 






CN, CO, 


OR, 


CU. 


CZ. 


DE, OK, 


DM, 


DZ 


, EC, 


EE, EG. 


ES, 


FX, GB, GD, 






GE, GH, 


GK, 


HR, 


RU, 


10, IL, 


IN, 


IS 


, JP, 


KE, KG, 


KP, 


XR, XZ, LC. 






LK, LR, 


LS, 


LT, 


LU, 


LV, HA, 


MD, 


HG 


, MX, 


HN, HV, 


MX, 


HZ, NA, NI. 






NO, NZ, 


OM, 


PG, 


PH, 


PL, PT. 


RO, 


RU 


, sc. 


SD, SE, 


SG, 


SK, SL, SY, 






TJ, TM, 


TN, 


TR. 


TT, 


TZ, UA, 


UG, 


US 


, uz. 


VC, VH, 


YU, 


ZA, ZM, ZV 




RV: 


BV, GH, 


GM, 


KE, 


LS, 


Mtf, M2, 


NA, 


SD 


, SL, 


SZ, TZ, 


UG, 


ZM, ZV, AM, 






AZ, BY, 


KG, 


KZ, 


MD, 


RU, TJ, 


TM, 


AT 


, BE, 


BG, CH, 


CT, 


CZ, DB, DX. 






EE, ES, 


FI, 


FH, 


GB, 


GR, mi. 


IE. 


IT 


, LU, 


MC, NL, 


PL, 


PT, RO, SE, 






SI, SK, 


TR, 


BF, 


BJ, 


CF, CG, 


CI. 


CM 


, GA, 


6N, GQ, 


Gtf, 


ML, MA, HE, 






SN, TO, 


TG 




















us 


20062B7244 




Al 




20061221 




US 


2006- 


442027 




20060526 


PRIORITY APPLH. INFO. : 










US 


2003- 


491331P 




P 20030729 


















VO 


2004- 


US24901 




A2 20040729 


















US 


2006- 


343557 




A2 20060130 



ED Entered STN: 27 Oct 2006 

AB The invention is directed to novel therapeutic coopds. cooprised of an 

aiaino acid bonded to a nedicanent or drug having a hydroxy, amino, carboxy 
or acylatlng function. These high- therapeutic index derlvs. have the sane 
utility as the drug from which they are made and they have enhanced 
Pharmacol, and pharmaceutical properties. The exaiqales describe the 
synthesis and activities of amino acid derivs. of propofol, ibuprofen, 
Icetoprofen, ketorolac, aspirin, acetaminophen, cyclosporin A, valproic 
acid, clopidogrel, damazol, benzapril, enalapril, and fenofibric acid. 
Thus, (i) -ibuprofen esters of L-serine, L>threonine, and 
L-hydroxyproline were prepared and examined for analgesic, gastric mucosal 
irritation, toxicity, and pharaacokinetic properties. 

IT 674796- 29-3P 

RL: RCT (Reactant) ; 5FN (Synthetic preparation) i PREP (Preparation)! RACT 
(Reactant or reagent) 

(preparation of amino acid derivs. with high therapeutic index) 
RN 674796-29-3 HCAPLUS 

CN L-Proline, N-[ (IS) -l-carboxy-3-phenylpropyll-L-alanyl-, 
2-(l,l-dimethylethyl) ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



^ ^OBu-t 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



PATENT A55IGNEE(S): 

SOURCE: 

DOCUMENT TYPE! 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



2005:99521 HCAPLUS 
142:156329 

Preparation of a-amino acid benzothiazolylthio 
esters as intemedlates for manufacture of ACE 
inhibitors 

Singh, Glrij Pali Godbole, Bimanshu Hadhavf Mahajai 

Pravin RagKunathi Nehate, Sagar Purushottam 

Lupin Limited, India 

PCT Int. Appl., 108 pp. 

CODEN: PIXXD2 

Patent 

English 



KIND DATE 



APPLICATION NO. 



WO 2005010028 




Al 




20050203 




WO 2003- 


IN257 




20030731 


V: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA. 


BB. 


BG, 


BR, BY, 


BZ, 


CA, 


CH, CN, 




CO, 


CR, 


CU, 


CZ, 


DE, 


DX, 


DK, 


DZ. 


EC. 


EE, 


ES, FI, 


GB. 


GD, 


GE, GH, 




GH, 


HR, 


HU, 


ID. 


IL. 


IN, 


IS, 


JP. 


KE, 


KG, 


KP, KR, 


XZ. 


LC, 


LX, LR, 




LS, 


LT, 


LU, 


LV, 


HA. 


HO, 


HG, 


MX. 


HN, 


HV, 


MX, MZ, 


NX, 


NO, 


NZ. GH, 




PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


SC, 


50. 


SE, 


SG, 


SX. SL. 


SY, 


TJ, 


TM, TN, 




TR, 


TT. 


TZ. 


UA, 


UG. 


US, 


U2, 


VC 


VN, 


TU, 


ZA, ZM. 


ZV 






RV: 


GH, 


GM, 


KE. 


LS, 


MV. 


MZ, 


SD, 


SL 


SZ, 


TZ, 


UG. ZM. 


ZV, 


AH, 


AZ, BY, 




KG, 


XZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE 


BG, 


CH, 


CY, CZ, 


DE, 


DX, 


EE, ES, 




FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IT, 


LU 


HC, 


NL, 


FT, RO, 


SE, 


SI, 


SK, TR, 




BF, 


BJ, 


CF, 


OS, 


CI, 


CM, 


GA, 


GN 


GQ, 


GV, 


ML, HR, 


NE, 


SN, 


TD, TG 


AU 2003272077 




Al 




20050214 




AU 2003-272077 




20030731 


PRIORITY APPUJ. 


INFO 














TO 2003-IN257 




A . 20030731 



OTHER SOURCE(S): CASREACT 142:lS6329t HARPAT 142:156329 

ED Entered STN: 04 Feb 2005 

AB The invention relates to esters (S,S)-RCa2CH2CH(C02Rl)NBCHR2CO-X (Ii R is 
allcyl or Ph; Rl H or alkylj R2 Is allcyl or aminoalkylt X is 
2-benzothiazolylthio) which are intermediates in the manufacture of ACE 
inhibitors I (X is an amino acid or derivative) . The intermediate 
benzothiazolylthio esters were prepared by reaction of the appropriate acid 
or acid chloride with 2,2'-dithiobls (benzthiazole) or 2- 
mercaptobenzothiazole. Thus, treatment of N> [!($)- (ethoxycarbonyl) -3- 
phenylptopyl]-N6-(trlfluoroacetyl)-L- lysine (preparation given) with 
2,2'-dithiobi9(benzothlazole), followed by coupling with L-prollne Et 
ester and deprotection, afforded lisinopcll dihydrate. 

IT B27622-34-4P 

RL: RCT (Reactant) i SPN (Synthetic preparaUon)» PREP (Preparation) > RACT 
(Reactant or reagent) 

(preparation of «-amino acid benzothiazolylthio esters as 
intermediates for manufacture of ACE inhibitors) 
RN 827622-34>4 HCAPLUS 

CN L-Proline, N2-[ (IR) -l-carboxy-3-phenylpropyll -N6-(trlfluoroacetyl)-L-ly9yl- 
. 2-ethyl ester (9CI) (CA INDEX NAME) 
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i. 



REFERENCE COUNT: 2 THERE ARE 2 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



Absolute atereochemlstry. 
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ACCESSION NUHBER: 
DOCUMENT NUMBER: 
TITLE: 



PATENT ASSIGNEE(S): 

SOURCE: 

DOCUMENT TYPE; 
LANGUAGE: 

FAHILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2004:1124626 HCAPLUS 
142:79913 

Enalaprll- nit rosy derivatives and related CGn9>CNind9 as 
ace Inhibitors for the treatnent of cardiovascular 
diseases 

Almirante, Nicoletta; Ongini. Ennio; Del Soldato, 
Piero 

Nicox S. A., Fr. 

PCT Int. Appl., 132 pp. 

CODEN: PIXXD2 

Patent 

EngUsh 

1 



PATENT 


NO. 




KIND 


DATE 






APPLICATION NO. 




DATE 


tfO 


2004110432 




Al 




20041223 




VO 2004-EP51089 




20040611 






AE, AG, 


AL. 


AM, 


AT, 


AU. 


AZ. 


BA. 


BE, BG. BR. Btf, 


BY, 


BZ. CA, CH, 






CN, CO, 


CR. 


CU, 


CZ, 


DE. 


DX. 


OH. 


DZ, EC. EE. EG, 


ES, 


FI. GB, GD. 






GE, GH, 


GM, 


HR, 


HU, 


10, 


IL, 


IN, 


IS. JP, KE, KG. 


KP, 


XR. XZ, LC, 






LK, " LR, 


LS, 


LT, 


LU, 


LV, 


KA, 


MD, 


M6, MK, NN, Mtf, 


MX, 


MZ, NA, NI, 






NO, NZ, 


OH, 


PG, 


PH, 


PL, 


PT, 


RO 


RU, SC, SO, SE, 


SG, 


SK, SL, SY, 






TJ, TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, U2, VC, VN, 


YU, 


ZA, ZM, ZV 




RV 


BV, GH, 


m. 


XE, 


LS, 


MV, 


MZ, 


NA 


SD, SL, SZ, TZ, 


UG, 


ZM, ZV, AM, 






AZ, BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 


AT, BE, BG, CH, 


CY, 


CZ. DE, DK, 






EE, ES, 


FI, 


FR, 


GB, 


CR, 


HU, 


IE 


IT, LU, MC, NL, 


PL, 


PT, RO, SE. 






SI, SK, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI 


CM, GA, GN, GQ, 


Gtf, 


ML, MR, NE, 






SN, TO, 


T6 


















AU 


2004246821 




Al 




20041223 




AU 2004-246821 




20040611 


CA 


2529478 




Al 




20041223 




CA 2004-2B29478 




20040611 


EP 


163S816 




Al 




20060322 




EP 2004-741779 




20040611 




R: 


AT, BE, 


CH, 


DE. 


DX. 


ES, 


FR, 


GB 


GR, IT, LI, LU, 


NL, 


SE, MC, PT, 






IB, SI, 


FI, 


RO, 


CY, 


TR, 


BG, 


CZ 


EE, HU, PL, SK 






BR 


2004011430 




A 




20060725 




BR 2004-11430 




20040611 


CN 


1809345 




A 




20060726 




CN 2004-80017127 




20040611 


US 


2005004100 




Al 




20050106 




US 2004-869038 




20040617 


NO 


2006000268 




A 




20060315 




NO 2006-260 




2006Q118 


aiTY APPLN. INFO. : 












EP 2003-101796 




A 20030619 




















WO 2004-EPS1089 




V 20040611 



OTHER SOURCE(S): MARPAT 142:79913 

ED Entered STN: 23 Dec 2004 

AB Disclosure is coopds. vith a general fomula of A- (X1-0N02) S. wherein A is 
a knovn ACE-inhibitor such as enalapril and XI is a spacer such as a 
(Cl-C6)-allcylene. The compds. can be used as ACE-inhibitors for the 
treatment of cardiovascular and renal diseases and inflammatory processes. 
The compds. have an improved Pharmacol, activity when compared with the 
structurally closest related prior art compound For exanqile, synthesized 
N-{ (IS) -l-Bthoxycarbonyl-3-phenylpropyl]-L-alanyl-L-proline 
3-nitcooxyprGpyl ester hydrogen maleate vas found to have good 
vasorelaKation property. 

IT 811787-07-2 B11787-09-4 811787-11-8 
811787-13-0 B11787-15-2 811787-17-4 
811787-19-6 811787-21-0 811787-23-2 
811787-25-4 811787-27-6 811787-29-8 
811787-31-2 811787-33-4 811787-35-6 
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811787-38-9 811787-39-0 

RL: THU (Therapeutic use) i BIOL (Biological study) i USES (Uses) 

(enalapril-nitroxy derive, and related conpd. as ACE inhibitors for the 
treatment of cardiovascular and renal diseases) 
BM 811787-07-2 HCAPLUS 

CN L-Proline, N2- [ (IS) -l-carbo>iy-3-phenylpropyl] -N6-[ [4- 

(nitrooxyjbutoxyJcarbonylJ-L-lysyl-, 2-(3-(nitroo«y)propylJ ester (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




^(«2)3^^N02 



RN 811787-09-4 HCAPLUS 

CN L-ProUne. N2-[ (lS)-l-earbolcy-^-phenylpropyl]-N6-[[4- 
(nitroolly)butoJcy]earbonyl] -L-lysyl-. 2-(4-(nltrooBy) butyl] ester (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



e02H 
Ph^^^NH 

02n/'^ (ca2) r (CH2) 



^■'■^.JLq^ (CH2)4^ ^N02 



KN 811787-11-8 HCAPLUS 

CH L-ProUne. N2- [ (IS) -l-earboicy-3-phenylpropyl] -N6- [ [4- 

(nitroo]cy)buto>iy] carbonyl] -L-lysyl-, 2-t2- ( [2- (nitrooxy) ethyl] thiol ethyl] 
ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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^N02 

RN 811787-13-0 HCAPLUS 

CN L-Proline, N2-[ (IS) -l-carbovy-3-phenylpropyll -N6-[ [4- 

(nitrooxy) butoxy] carbonyl] -L-lysyl-, 2- C2- (2- (nitrooxy) ethoxy) ethyl] ester 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



C»2H 
Ph^'^^NH 

02N^'^(CH2)r'Y'^<°*2>f^° 
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PAGE 1-B 



RN 811787-1S-2 HCAPLUS 

CN L-Proline. H2- [ (IS) -l-carboxy-3-phenylpropyl] -N6- 

[ I (nitrooxy) methoxy] carbonyl] -L-lysyl-, 2- C 3- (nitrooxy) propyl] ester {9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



jl02H 

Ph^^i^NH 



RN 811787-17-4 HCAPLUS 

CH L-Proline, N2-( (IS) -l-carboxy-3-phenylpropyl] -N6- 

[[(nitrooxy)methoxy] carbonyl] -L-lysyl-, 2-14- (nitrooxy) butyl] ester (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



^(CH2)4^^N02 



SN 811787-19-6 HCAPLUS 

CN L-ProUne, N2- ( (IS) -l-carboxy-S-phenylpropyl] -N6- 

[ ( ( ni t r ooxy) me thoxy] ca rbony 1 J -L- lysyl- , 2-l2-[2-(nit roosy) e thoxy] e thy 1] 
ester (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



10527062 
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C02H 



O2N' 




W 811787-21-0 HCAPLUS 

CN L-Proline, N2- [ (IS) -l-carboxy-3-phanylpropyl] -N6- 
I [ (nltrooxy) nethoxy] cacbonyl] -L-lysyl-, 2- [2-[ [2- 
(nitrooify)athyl]thlo) ethyl] eater (9CI) <CA INDEX NAME) 

Absolute atereoehtmistcy. 



C02H 




RN 811787-23-2 HCAPLUS 

CN L-Pcollr»e, N2-( (ISJ-l-cacboxy-S-phenylpropylJ-Ne-tCl- 
diitrooiiyiethoxyjcarbonyll-L-lysyl-, 2-(3-(nitcooiiy)propyl] ester (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



CO2H 



02N-" 



X 



^(CH2)3^^H02 



RN 811787-25-4 HCAPLUS 

CN L-ProUne, N2-[ (IS) -l-carboxy-3-phenylpropyl] -N6-t tl- 
(nitrooxy)ethoxy]carbonyl] -L-lysyl-, 2-(4-(nitrooiiy) butyl] ester (9CI) 
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(CA INDEX NAME) 



Absolute stereochemistry. 



(Continued) 



CT2H 



RN 811787-27-6 HCAPLUS 

CN L-Proline, N2-( (lS)-l-carboiiy-3-phenylpropyll -N6-[Cl- 
(nitrooxy) ethoxy]earbonyl] -L-lysyl-, 2-(2-(2- (nltrooxy) ethoicy] ethyl] ester 
(9CI) (CA INDEX NAKE) 

Absolute stereochemistry. 



TT 

02N^ 



RN 811787-29-8 HCAPLUS 

CN L-ProUne, N2-[ (IS) -l-carboicy-3-phenylpropyl] -N6-{ (1- 

(nitrooxy) ethoxy] carbonyl] -L-lysyl-, 2- [2-( [2- (nltrooxy) ethyl] thlo] ethyl] 
ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



C02H 
Ph^'""--^NH 
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RN 811787-31-2 HCAPLUS 

CN L-Prollne, N- ( (IS) -l-carboxy-3-phenylpropyl] -L-alanyl-, 
2-[3-(nitroo«y)propyl] ester (9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 



CO2H 



RN 811787-33-4 HCAPLUS 

• CN L-Preline, H-{ (IS) -l-carboiiy-3-phenylprqpyl] -L-alanyl-, 
2- [4- (nltrooxy) butyl] ester (9CI) (CA INDEX NAHE) 

Absolute stereochemistry. 



C02H 



^(CH2)4^^K02 



RN 811787-35-6 HCAPLUS 

CN L-Proline, N-{ (lS)-l-carboxy-3-phenylpropyll-L-alanyl-, 
2- [5- (nltrooxy) pentyl] ester (9CI) (CA INDDf NAME) 

Absolute stereochemistry. 



£X>2H 
-h^^^^^-^NH 
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2-[2- [2- (nltrooxy) ethoxy] ethyl] ester (9CI) (CA INDEX NAHE) 

Absolute atereochenistcy. 



p2H 

h^"^--^NI 



RN 811787-39-0 HCAPLUS 

CN L-Proline, N-[ (IS) -l-cacboxy-3-phenylpropyl] -L-alanyl-, 

2-{2-( (2- (nltrooxy) ethyl] thio] ethyl] ester (9CI) (CA INDEX NANS) 

Absolute stereochemistry. 



C02H 



a- 



REFERENCE COUNT: 



THERE ARE 1 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORHAT 



BN 811787-38-9 HCAPLUS 

CN L-Proline. N- [ (IS) -l-carboxy-3-phenylpropyl] -L-alanyl-^ 
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ACCESSION NUMBER: 2004:252532 HCAPLUS 

DOCUHENT KUNBER: 140:276202 

TITLE: Proline eaters and preparations containing the sane 

for percutaneous administration 
ir(VErn'OR(S) : Furulshi, Takayuki; Minami, Kunihiroi Kinowar 

Talcayuki; Komino/ Mihot XiMira, Xunihiko 
PATENT ASSIGMEEfS): Toaeiyo Ltd., Japan 

SOURCE: PCX Int. Appl.. 38 pp. 

CODEN: PIXXD2 
DOCUMENT TYPE: Patent 
LANGUAGE: Japanese 
FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 



PATENT NO. 






KIND 


DATE 






APPLICATION 


NO. 




DATE 


VO 


2004024754 




Al 




20040325 




VO 2003-JP11420 




20030908 




V: AE, 


AG, 


AL. 


AM, 


AT. 


AU, 


A2, 


BA 


BB, 


BG, BR, 


BY, 


BZ, 


CA, CH, CN, 




CO, 


CR, 


CU, 


CZ, 


DE. 


DX, 


DM, 


OZ 


EC, 


EE, EG, 


ES, 


FI, 


GB, 60, GE, 




GH, 


GN, 


HR, 


HU, 


ID. 


IL, 


IN, 


IS 


JP, 


XE, XG, 


XP, 


KR, 


XZ, LC, LX, 




LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MO, 


HG 


MX, 


MN, HV, 


MX, 


MZ, 


NI, NO, NZ, 




OM, 


PG, 


PH, 


PL, 


PT 


RO, 


RU, 


SC 


SO, 


SE, SG, 


SK, 


SL, 


SY, TJ, TM, 




TN, 


TR, 


TT, 


TZ, 


UA 


UG, 


US, 


UZ 


vc. 


VN, YU, 


ZA, 


ZM, 


ZV 




RV: GH, 


GM, 


KE, 


LS, 


MW 


M2, 


SD, 


SL 


sz. 


TZ, UG, 


ZH, 


zv. 


AM, AZ, BY. 




KG, 


KZ, 


HD, 


RU, 


TJ 


TM, 


AT, 


BE 


BG, 


CH, CY, 


CZ, 


DE, 


DX, EE, ES. 




FI, 


FR, 


GB, 


GR. 


HU 


IE, 


IT, 


LU 


KC, 


NL, PT, 


RO, 


SE, 


SI, SX, TR. 




BF, 


BJ. 


CF, 


CG. 


cx 


at. 


GA, 


GH 


GO, 


Gtf, ML, 


MR, 


HE, 


SN, TD. TG 


CA 


2498757 






Al 




20040325 




CA 2003-2498757 




20030908 


AU 


2003261989 




Al 




20040430 




AU 2003-261989 




20030908 


EP 


1538158 






Al 




20050608 




EP 2003-795307 




20030908 




R: AT, 


BE, 


CH, 


DE, 


DK 


ES, 


FR, 


GB 


GR, 


IT. LI, 


LU, 


NL, 


SE, MC, PT 




IE, 


SI, 


LT, 


LV, 


FI 


RO, 


MX, 


CY 


AL, 


TR, BG, 


CZ, 


EE, 


HU, SK 


CN 


1681839 






A 




20051012 




CN 2003-821438 




20030908 


US 


2005288232 




Al 




200S1229 




US 2005-527062 




20050309 



PRIORITY APPLN. INFO. : JP 2002-265276 A 20020911 

VO 2003-JP11420 V 20030908 

OTHER SOURCE(S)t HARPAT 140:276202 

ED Entered STN: 26 Mar 2004 . . 

AB 1- [N-[ (IS) -l-carboiiy-3-phenylpropyl] -L-alanyl] -L-proline esters or 

pharmaceutically acceptable salts thereof are useful as a prodrug for 
enalaprilat, vhich is a mBdiclne useful in the prevention of and 
treatnents for, e.g., circulatory diseases such as hypertension, cardiac 
diseases (cardiac hypertrophy, cardiac failure, ayocardial infarct, etc.), 
nephritis, and apoplexy. A medicine containing either of these is suitable 
for use as a preparation for percutaneous administration, especially an 

adhesive 

patch, from the standpoints of medicinal activity and use. For example, a 

composition vas formulated containing 
l-(N-( <1S) -l-carboxy-3-phenylpropyll -L- 

alanyi]-L-proLine 2-hydroxyethyl ester (preparation given), iso-Pr 
nyristate, 

lauromacrogol, Quintac 3421, Quintone MlOO, and paraffin oils and spread 
on a PET film to give an adhesive patch. 
IT 674796-29-3P, 1- [N- [ (IS) -l-Carboxy-3-phenylpropyl] -L-alanyl) -L- 
proline tert-butyl ester 

RL: RCT (Reactant) t SPN (Synthetic preparation)! PREP (Preparation) f RACT 



LB ANSVER 4 OF 10 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
(Reactant or reagent) 

(prepn. of proline esters as prodrugs for enalaprilat .for percutaneous 
administration) 
RH 674796-29-3 HCAPLUS 

CN L-Prollne, N- [ (IS) -l-carboxy-3-phenylpropyl] -L-alanyl-, 
2-(l.l~diDethylethyl) ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




IT 674285-96-2P 674285-97-3P 674285-98-4P 
674285-99-5? 674286-00-lP 

RL: SPN (Synthetic preparation)? THU (Therapeutic use); BIOL (Biological 
study)! PREP (Preparation) J USES (Uses) 

(preparation of proline esters as prodrugs for enalaprilat for 
percutaneous 

administration) 
RN 674285-96-2 HCAPLUS 

CH L-Proline, N- [ (IS) -l-carboxy-3-phenylpropyll -L-alanyl-, 2- (2-hydroiiyethyl) 
ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 674285-97-3 HCAPLUS 

CN L-Proline, N-[ (IS) -l-carboxy-3-phenylpropyl] -L-alanyl-, 
2-(3-hydroxypropyl) ester (SCI) (CA INDEX NAME) 

Absolute stereochemistry. 



L8 ANSVER 4 OF 10 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) L8 ANSVER 4 OF 10 HCAPLUS COPYRIOrr 2007 ACS on STN (Continued) 




RN 674285-98-4 HCAPLUS REFERENCE COUNT: 3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 

CN L-ProUne, N- [ (IS) -l-carboxy-3-phenylpropyl] -L-alanyl-, 2- {4-hydroxybutyl) ' RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

ester (9CI) (CA IHDEX NAME) 

Absolute stereochemistry. 




RN 67428 5-99-5 HCAPLUS 

CH L-Pcoline, N- ( (IS) -l-carboxy-3-phanylpropyl] -L-alanyl-, 

2-[2-(2-methoxyethoxy)ethyl] ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 674286-00-1 HCAPLUS 

CN L-Proline, N-( (IS) -l-carboxy-3-phanylprc4iylI -L-alanyl-, 2-(2-R«thoxy«thyl) 
ester (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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L8 ANSWER 5 OF 
ACCESSION NUMBER: 
DOCUMENT NtJMBER: 
TITIE: 



10 HCAPLUS COPYRIGirr 2007 ACS on STN 
1994:630627 MCAPLUS 
121:230627- 

Design, synthesis and enzyne inhibitory activities of 
nev trifluoronethyl-containing inhibitors for 
angiotensin converting enzyme 
AUTHOR(S>: Ojima, Ivao; Jaraeison, Fabian A. i Pete, Belai Radunz. 

Hans; Schittenhelsi, Christine* Undner, Hans J.; 
Emith, Arturo E. 

CORPORATE SOURCE: Dep. Chem. , State Univ. New York, Stony Brook, NY, 

11794-3400, USA 

SOURCE: Drug Design and Discovery (1994), 11(2), 91-113 

CODEN: DDOIEVf ISSN: 105S-9612 
DOCUMENT TYPE: Journal 
LANGUAGE: English 
ED Entered STN: 12 Nov 1994 



.C02H 



AB Trifluoronethyl-containing analogs of captopril (I) as well as analogs and 
honologs of enalaprilat were prepared and evaluated for inhibition of 
angiotensin converting system (ACE). Direct substitution of 
trifluoronethyl foe Me produced a very potent captopril analog with an 
IC50 of 3 + 10-10 M in vitro. Hydrophobicity and conformational 
effects of trifluoromethyl group are among the reasons accounting for this 
activity. Structure- activity relation is studied based on mol. mechanics 
calcns. using a II-SCF-moX. loechanics prog can (PIMM) as veil as SYBYL mol. 
■echanics prograa. Sinultanaous incorporation of trifluoronethyl and an 
indoline residue unexpectedly yielded a less potent captopril analog (IC50 
■ B ■•■ 10-8 M) . Enalaprilat analogs derived f roa replacement of the 
alanine residue with trif luoronorvaline and trifluoronorleucine residues 
gave moderately potent conpds. (IC50 - 2-6 10-8 M) . The 
structure-activity relation for these f luoroenalaprilat analogs is 
discussed in comparison with known analogs. 

IT 158140-42-2P 158140-43-3P 158249-81-lP 
158249-82-2P 

RLs SPN (Synthetic preparation); PREP (Preparation) 

(preparation of, as intermediate for captopril or enalaprilat analog) 
RN 158140-42-2 HCAPLUS 

CN L-ProUne, 1- [N- (l-carboify-3-phenylpropyl) -5,5, 5-trifluoro>L-norvalyl] 
2-(l,l-dimethylethyl) ester, (S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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(Continued) 




RN 1S8140-43-3 IS»PLUS 

CN L-Proline, 1- (N- (l-carboKy-3-phenylpropyl) -6, 6. 6-trif luoro-L-norleucyl] - 
2-(l.l-dimethylethyl) ester, (S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



C02H 



F3C^ 



(CH2)^ 



RN 158249-81-1 HCAPLUS 

CN L-Proline, 1-[N- (l-carboxy-3-phenylpropyl) -5, 5, 5-trif luoro-L-norvalyl] - 
2'(l,l-dimethylethyl) ester, (R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 

902H 




158249-82-2 HCAPLUS 

L-ProUne, 1- [N- (l-carlaony-S-phenylpropyl) -6, 6, 6-trif luoro-L-norleucyl] - 
2-(l,l-diBethylethyl) ester, (ft)- (9CX) (CA INDEX NAME) 
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Absolute stereochemistry. 



CO2H 



F3C^ 



(CH2)3 ^ 
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DOCUMENT TYPE: 
LANGUAGE: 
OTHER 50URCB(5): 
ED Entered STN: 



HCAPLUS COPYRIGHT 2007 ACS on STN 
1990:235824 HCAPLUS 
112:235824 

Angiotensin converting enzyme inhibitors. 9. Novel 

[ [N- (l-eacbaxyl-3ophenylpropyl) amino] acyl] glycine 

derivatives with diuretic activity 

Barton, Jeffrey N.» Piwinski, John J.i Skiles, Jerry 

V.t Regan, John R.f Menard, Paul R.r Desalt Rohlt; 

Golec, F. S.I Reilly, Laurence V.t Goetzen, Thomasf el 

al. 

Rorer Cent. Res., Horsham, PA, 19044, USA 

Journal of Medicinal Chemistry (1990), 33(6), 1600-6 

CODEN: JMCMAR} ISSN: 0022-2623 

Journal 

English 

CASREACT 112:235824 
;3 Jun 1990 



GI 



CH2C02H 
Ph(CH2)2N^X-N-2 




AB A series of aols. having sulfonamide diuretic mleties covalently linked 
to non-sulfhydryl angiotensin converting enzyme (ACE) inhibitors, e.g. I 
[R - Et, X - Ala, Z - NMeCH2, (S) -CH(CH2CHMe2) 1 R - H, X - Ala, Lys, 
Lys (C02CH2Ph) , Z - CH2; R - H, X - Ala, Z - (CK2)3, (5)-CBMe], were prepared 
and tested for both activities. 150 values for ACE inhibition as low as 7 
nM were observed Discernable diuretic activity was seen for several 
hydrochlorothiazide-based nols. Effects of the ACE inhibitory and 
diuretic structures on the resp. potencies are discussed. 

IT 126849-86-3P 

, RL: RCT (Rcactant) t SPN (Synthetic preparation) 1 PREP (Preparation) 1 RACT 
(Reactant or reagent) 

(preparation and deblocking of, with hydrogen chloride) 
RN 126849-86-3 HCAPLUS 

CN L-Proline, 1-{N6- (3- (aminosulfonyl) -4-chlorobenzoyl] -N2- (l-carboxy-3- 
phenylpropyl) -L-lysyl] -. 2-(l,l-dlmethylethyl) ester, (S)- {9CI) (CA 
XNDSt NAME) 
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CH- rOi- CH- CH2- CH2 - Ph 



^"■y^C-OBu-t 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 

PATENT ASSIGNEE (S) t 
SOURCE: 



• TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFOPMATION: 

PATENT NO. 



1989:4S8356 HCAPLUS 
111:58356 

Preparation of N- (l-carboxy-a-phenylprqsyl) alanine 
derivatives as diuretics and antihypertensives 
Bretting, Claus Aage Svensgaard* Bruun, Hertay Fait, 

Peter Werner; Godcfredsen, Wagn Ole 

Leo Pharmaceutical Products Ltd. A/S, Oen. 

Brit. UK Pat. ^pl., 3S pp. 

CODEN: BAXXOU 

Patent 

English 



KIND DATE 



APPLICATION NO. 



GB 2207129 A 
PRIORITY APPLN. INFO. : 
EO Entered STN: 20 Aug 1989 



GB 1987-16466 
GB 1987-16466 



19870713 
19870713 



Q3- 




,C02R2 



AB (S,S)-PhCH2CH2CH(C02Rl)NHCHMeCOR [If R - azole and azine groups Q1-Q3, 
R4NCH2C02HI 3tl of R1,R2 - R5C02Z and the other nay be H, alkyl, 
aralkylj R4 - 2-indanylf RS - residue of a compound with diuretic and/or 
saluretic activity; Z - CHR3, Ca2CH(OH)CH2, CH2CR6:CR7CH2i R3 - H, alkyl, 
araltcylr R6R7 - 0C02] were prepared as diuretics and antihypertensives (no 
data) . To 3-ethylamino-4-phenoxy-5-sulfamciylbenzoic acid in CH2C12 

containing 

NaHC03 and Bu4NHS04 in H20 was added ClS03ai2Cl in CH2C12 and stirring was 
continued 15 nin to give the chloronethyl ester Q4CH2C1 which was stirred 
6 days %rith Q36C0CH2Ph (R2 - X) to give Q30aX3I2Ph (R2 - ca2Q4) . The 
latter was hydrogenolized to Q3H (R2 - CR2Q4) which was stirred 5 h with I 
(R - Rl - H) in DKF containing hydroxybenzotriazole and DOC to give I (R > 



Q3, 



' H. R2 - CH2Q4). 
85918-74-7 
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RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(reaction of, in prepn. of diuretics and antihypertensives) 
85918-74-7 »:;aPLUS 

L-Proline, 1- (N- (l-carboicy-3-phenylpropyl) -L-alanyl] 2- (phenylnethyl) 
ester, (S)- (9CI) (CA INDQC NAME) 



Ph-CH2-CH2-CH-NH 0 
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PATENT NO. 



1989:213348 HCAPLUS 
110:213348 

Preparation of alanylproline derivatives usable in the 
drug industry 

Fodor, Tamasf Fischer, Janosi Stafko, Belai Dobay, 

Laszlo 

Richter. Gedeon, Vegyeszeti Gyar Rt., Bung. 

Hung. Teljes, 16 pp. 

CODEN: HUXXBU 

Patent 

Hungarian 



HU 44S7a 

HU 196B34 
PRIORITY APPLN. INFO.: 
OTHER SOURCE (S): 



KINO 
A2 



19880328 
19890130 



ED Entered STN: 10 Jun 1989 
GI 



HARPAT 110:213348 



APPLICATION NO. 
HU 1986-2688 
HU 1986-2688 



DATE 

19860627 
19860627 



(S) (S) (S) 
PhCH2CH2CHNHC»Rl00N — C02R 
CO2H 



Ph (S) (S) (S) 

^_^nhchr1co 



AB Title compds. (I; R - H, protective groupi Rl - alkyl, alkylamino) are 

prepared by reduction of the dihydrofuranone derivs. II. 
N-(5(H)-Phenyldihydro- 

2 (3H) furanon-3(S) -yi) -(S) -alanyl- (S) -proline benzyl ester-HCl (preparation 
given) was hydrogenated in MeOH, over Pd/charcoal, to give 
N- [1 (S) -carboiiy-3-phenylpropylJ - (S) -alanyl- (S) -proUne. 
120439-27-2P 

RL: SPN (Synthetic preparation) r PREP (Preparation) 

(preparation of) 
120439-27-2 HCAPLUS 

L-Proline, 1-(N- (l-carbOKy-3-phenylpropyl) -L^alanyl] 
2-(l,l-dimethylethyl) ester, nonohydrochloride, (5)- (9CI) (CA INDEX 
NAME) 



IT 



Absolute stereochemistry. 



10527062 
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1985:471710 HCAPLUS 
103:71710 

N-Carboxymethyl (unsaturated) lyayl i 

a-Ce-aminoalkyDglycyl amino acid 

antihypertensive agents 

Patchett, Arthur A. » Wu, Mu T. 

Merck and Co., Inc. , USA 

S. African, 64 pp. 

CODEN: SFXXAB 

Patent 

English 



PATENT NO. 



KINO DATE 



APPLICATION NO. 



DATE 



ZA 8302509 A 19841128 ZA 1983-2509 19830411 

PRIORITY APPLN. INFO. : US 1982-367199 A 19820412 

ED Entered STN: 07 Sep 1985 

AS Title eompds. niCH(C02R)NHCHR2CON[ (CH2)nR3]CHR4a>2R [R - H, alkyl, 
aralkyl, aryl» Rl - H, Cl-12 alkyl. cyclic allcyl, unsatd. alkyl. 
substituted alJcyl, (un) substituted aryl or heteroaryl, etc.; R2 - 
{CH2)pX(CH2)qNHR5 [X - CH:CH or C.tplbond.Ci R5 - H, alkyl, aralVyl, acyl; 
p - 0-3; q - 1, 2] J R3 - allcyl, benzofused cycloalkyl or bicycloalkyl, 
(un) substituted aryl or heteroaryl, substituted allcyli R4 - H. alkyl; R3 
and R4 may be joined vith carbon atoms to form a rlngf n - 0-4] were 
prepared as antihypertensives (no data) due to their ability to Inhibit 
angiotensin-converting enzyme. Thus, trans -H2NCH2CH:CHCH2CH(NH2)C02H was 
treated with N-benzyloxycarbonyloxy-5-norbornene-2, 3-dicarboximide in H20 
and 0.5M nethanoUc KOH to give 39% trans-ZNHCH2CH:CHCH2CH(NH2)C02H (Z - 
PhCH202C), which was treated with (Hoc) 20 (Hoc - Me3C02C) in IM 
NaOH/Me3COH to give 981 trans -2NHCH2CH:CHCH2CH(NHBoc)C02H. The latter was 
coupled with H-L-Pro-0CH2Ph.HCl by DCC in CH2C12 containing Et3N to give 
trans-2NHCH2CH:CHCH2CH(NHBoc)CO-L-Pro-OCH2Ph (I), which was isolated as 
isomer A and B. I isomer A was Boc>deblocked by CF3C02H and then treated 
with PhCH2CH2COC02H In the presence of NaBH3CN to give 471 
tran9-R6Nia3I2CK:CaCH2CH[NIiCH{002R7)CH2CH2Ph]CO-L-Pro-OR7 II (R6 - Z, R? - 
CH2Ph), which was deblocked by HBr/HDAc to give 621 II (R6 - R7 - H) . 

IT 97S89-99-6P 97590-00-6P 97590-04-OP 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation) ; RACT 
(Reactant or reagent) 

(preparation and deblocking of) 

RN 97589-99-6 HCAPLUS 

CN L-Proline, 1- IN2- (l-carboxy-3-phenylpropyl) - (E) -4 , S-didehydro-N6- 

t(phenyliBethoity)carbonyl]lysyl]-, 2- (phenylmethyl) ester, (R)- (9CI) (CA 
INDEX NAME) 
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0 Ph-CH2-CH2-CH-NH 0 

II I II 

Ph- CH2-0-C-NH- CH2- CK= CH- CH2-CH- C 



C-0-CH2-Pb 



97S90-00-6 HCAPLUS 

L-Proline, 1- [N2- (l-carbosy-3-phenylpropyl) - (E) -4, 5-didehydro-N6- 
( (phenylraethoxy) carbonyl] lyavll 2- (phenylmethyl) eater, (S)- (9CI) (CA 
INDEX NAME) 



Ph-CH2-CH2- 



Ph- CH2- O- C-NH- CH2- ai=CH- CH2- 



CH-NH 
I 



CH-C 

v' "'v C- O- CH2- Ph 



97590-04-0 HCAPLUS 

L-Proline, 1- (N2- (l-carboiiy-3-phenylpropyl) - (Z) -4, S-dldehydro-N6- 
{ (phenyljaethoxy)carbonyl}lysyl)-, 2- (phenylmethyl) ester, (R)- (9CI) 
INDEX NAME) 



0 Ph-CH2-CH2-CH-NH O 

H I II 

Ph-CH2-0-C-NH- CH2- C»=CH-CH2-CH- C 



C--0-CH2-Ph 



97531-72-lP 

RL: RCT (Reactant); SPN (Synthetic preparation) ; PREP (Preparation); MCT 
(Reactant or reagent) 

(preparation and reductive alkylation of, with oxophenylbutanoic acid) 
97531-72-1 HCAPLUS 

L-ProUne, 1-(N2- (l-carboxy-3-phenylpropyl) - (E) -4, 5-dldehydro-N6- 
[ (phenylmethoxy) carbonyl] lysyl) 2- (phenylmethyl) ester (9CI) (CA INDEX 
NAME) 
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0 Ph-CH2-CH2-CH-NH 
II I 
Ph- CH2- O- C- NH- CH2- CB=CH- CH2- CH- 



97590-05-lP 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation of) 
97590-05-1 HCAPLUS 

L-ProUne, 1- [N2- (l-carboicy-3-phenylpropyl) - (Z) -4 , 5-didehydro-N6- 
[(phenylfflethoay)carbonyl}ly3yl]-. 2- (phenylmethyl) ester, (S)- (9CI) (CA 
INDBt NAME) 



O 
t) 

Ph-CH2-0-C- 



C02H 

Ph-CH2-CH2-ai-NH 
H— CH2— CW= Cai— CH2— CH— C 



>''V^C-0-CH2~ 



10527062 
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1983: 488 S74 HCAPLUS 
99:88574 

Anino acid derivatives as antihypertensives 
Harris. Elbert E.i Patchatt, Arthur A.> Tristram, 
Edward V.i Vyvratt, Hatthev j. 
Merck and Co., Inc. , USA 

U.S., 33 pp. Cent. -in-part of U.S. Ser. Ho. 79,898. 

abandoned. 

CODEN: USXXAM 

Patent 

English 

2 



PATENT INFORMATION: 














PATENT NO. 


KIND 


DATE 


APPLICATION NO. 




DATE 


US 4374829 


A 


19630222 


US 


1981-235335 




19810217 


CS 237325 


B2 


19850716 


CS 


1982-1339 




19820226 


CS 237326 


B2 


196S0716 


CS 


1982-1340 




19820226 


CS 237327 


B2 


198S0716 


CS 


1982-1311 




19820226 


CS 237328 


B2 


19850716 


CS 


1982-1342 




19820226 


US 4472380 


A 


19B40918 


us 


1982-423916 




19820927 


CA 1275349 


C2 


19901016 


CA 


1986-518334 




19860916 


CA 1300313 


C2 


19920505 


CA 


1986-518335 




19860916 


CA 1262684 


A2 


19891107 


CA 


1988-576715 




19880907 


CA 1276559 


C2 


19901120 


CA 


1988-576716 




19880907 


CA 1275350 


C2 


19901016 


CA 


19B9-607199 




19990801 


PRIORITY APPLN. INFO.: 






US 


1978-968249 


A2 


19781211 








US 


1979-36279 


A2 


19790507 








US 


1979-79898 


A2 


19791009 








CA 


1979-341340 


A3 


19791206 








CS 


1979-8645 


A3 


19791211 








US 


1981-23533S 


A3 


19810217 



OTHER SOURCB(S): CASREACT 99:88574 

ED Entered STN:- 12 May 1984 

AB RCOCR1R2NHCHR3CONR4CR5R7COR6 [R,R6 - OH. allcoxy, alkenoxy, 

dialkylaninoalkoxy, acylattinoalkoay, acylomyalkoiiy, (un) substituted 
aryloxy or aralkoxy, NH2, alkylamino, dialkylaraino, arylalkylainino, NinXIi 
Rl - H, Cl-20 alkyl, substituted alkyl or Fh, (un) substituted aralkyl, 
hetecoacalkyl, aralkenyl or heteroaralkenyl; R2, R7 - H, alkyl» R3 - H, 
(un) substituted alkyl or phenylalkyl; R4 - H alkyl; R5 - (un) substituted 
alkyl, Ph, phenylalkyl, hydroxyphenylalkyl* NR4CR5 - (un) substituted ring] 
were prepared as antihypertensives and angiotensin-converting enzyme 
inhibitors (no data) . Thus, H-L-Ala-L-Pro-OH was condensed with 
PhCH2COO02H in the presence of NaBH3CN to give diastereomaric 
PhCH2CH(C02H) -L-Ala-L-Pro-OH. 

IT 85918-69-OP 

RL: RCT (Reactant) ; SPN (Synthetic preparation) » PREP (Preparation) » RACT 
(Reactant or reagent) 

(preparation and hydrogenolysis of) 
RN 85918-69-0 HCAPLUS 

CN L-Proline, 1- (N2- (l-carboKy-3-phenylpropyl) -N5-[iaino (nitroamino) methyl] -L- 
ornithyl]-. 2- (phenylmethyl) ester (9CI) (CA INDEX NAME) 
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CO2H 



IT 8 5918 -74 -7P 

RL: SPN (Synthetic preparation) i PFlEP (Preparation) 
(preparation of) 
RN 85918-74-7 HCAPLUS 

CN L-Proline, 1- (N- (l-carboxy-3-phenylpropyl) -L-alanylJ -, 2- (phenylmethyl) 
ester, (S)- (9CI) (CA INDEX NAME) 



Ph-CH2-CH2-CH-NH 0 
I II 
Me-CH-C 



it >■ 
✓ "v^ C- O- CH2- Ph 



Absolute stereochemistry. 
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=> log y 

COST IN U.S. DOLLARS 



FULL ESTIMATED COST 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 
CA SUBSCRIBER PRICE 
STN INTERNATIONAL LOGOFF AT 08:21:19 ON 09 FEB 2007 



SINCE FILE 
ENTRY 
57.90 



SINCE FILE 
ENTRY 
-7.80 



TOTAL 
SESSION 
408.41 

TOTAL 
SESSION 
-7.80 



Connecting via Winsock to STN 



Welcome to STN International! Enter x:x 

LOGINID: ssptanagl626 

PASSWORD: 

TERMINAL (ENTER 1, 2, 3, OR ?):2 



* ★ 


* * 


* * 


■k * 


* Welcome to STN International ********** 


NEWS 


1 






Web Page URLs for STN Seminar Schedule - N. America 


NEWS 


2 






"Ask CAS" for self-help around the clock 


NEWS 


3 


OCT 


23 


The Derwent World Patents Index suite of databases on STN 










has been enhanced and reloaded 


NEWS 


4 


OCT 


30 


CHEMLIST enhanced with new search and display field 


NEWS 


5 


NOV 


03 


JAPIO enhanced with IPC 8 features and functionality 


NEWS 


6 


NOV 


10 


CA/CAplus F-Term thesaurus enhanced 


NEWS 


7 


NOV 


10 


STN Express with Discover! free maintenance release Version 










8.01c now available 


NEWS 


8 


NOV 


20 


CA/CAplus to MARPAT accession number crossover limit increased 










to 50,000 


NEWS 


9 


DEC 


01 


CAS REGISTRY updated with new ambiguity codes 


NEWS 


10 


DEC 


11 


CAS REGISTRY chemical nomenclature enhanced 


NEWS 


11 


DEC 


14 


WPIDS/WPINDEX/WPIX manual codes updated 


NEWS 


12 


DEC 


14 


GBFULL and FRFULL enhanced with IPC 8 features and 










functionality 


NEWS- 


13 


DEC 


18 


CA/CAplus pre-1967 chemical substance index entries enhanced 










with preparation role 


NEWS 


14 


DEC 


18 


CA/CAplus patent kind codes updated 


•NEWS 


15 


DEC 


18 


MARPAT to CA/C7\plus accession number crossover limit increased 










to 50,000 


NEWS 


16 


DEC 


18 


MEDLINE updated in preparation for 2007 reload 


NEWS 


17 


DEC 


27 


CA/CAplus enhanced with more pre-1907 records 


NEWS 


18 


JAN 


08 


CHEMLIST enhanced with New Zealand Inventory of Chemicals 


NEWS 


19 


JAN 


16 


CA/CAplus Company Name Thesaurus enhanced and reloaded 


NEWS 


20 


JAN 


16 


IPC version 2007.01 thesaurus available on STN 


NEWS 


21 


JAN 


16 


WPIDS/WPINDEX/WPIX enhanced with IPC 8 reclassification data 


NEWS 


22 


JAN 


22 


CA/CAplus updated with revised CAS roles 


NEWS 


23 


JAN 


22 


CA/CAplus enhanced with patent applications from India 
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NEWS 


24 


JAN 


29 


PHAR reloaded with new search and display fields 


NEWS 


25 


JAN 


29 


CAS Registry Niunber crossover limit increased to 300,000 










multiple databases 


NEWS 


26 


FEB 


13 


CASREACT coverage to be extended 


NEWS 


27 


Feb 


15 


PATDPASPC enhanced with Drug Approval numbers 


NEWS 


28 


Feb 


15 


RUSSIAPAT enhanced with pre-1994 records 


NEWS 


29 


Feb 


23 


KOREAPAT enhanced with IPC 8 features and functionality 


NEWS 


EXPRESS 


NOVEMBER 10 CURRENT WINDOWS VERSION IS V8.01c, CURRENT 



MACINTOSH VERSION IS V6.0c(ENG) AND V6.0Jc(JP), 

AND CURRENT DISCOVER FILE IS DATED 25 SEPTEMBER 2006. 

NEWS HOURS STN Operating Hours Plus Help Desk Availability 

NEWS LOGIN Welcome Banner and News Items 

NEWS IPCS . For general information regarding STN implementation of IPC 8 

NEWS X25 X.25 communication option no longer available 

Enter NEWS followed by the item number or name to see news on that 
specific topic. 

Ml use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 

************** STN Columbus *************** 
FILE 'HOME* ENTERED AT 16:11:54 ON 23 FEB 2007 
=> fil reg 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0.21 0.21 

FILE 'REGISTRY* ENTERED AT 16:12:10 ON 23 FEB 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2007 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 22 FEB 2007 HIGHEST RN 922800-14-4 
DICTIONARY FILE UPDATES: 22 FEB 2007 HIGHEST RN 922800-14-4 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH June 30, 2006 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 
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http: //www. cas . org/ONLINE/UG/regprops . html 
=> 

Uploading C:\Program Files\Stnexp\Queries\10527062ssl - str 




chain nodes : 

6 7 8 9 10 11 13 19 20 21 22 . 23 24 26 27 
ring nodes : 

1 2 3 4 5 12 14 15 16 17 18 . 

chain bonds : 

2-6 3-22 6-7 6-13 7-8 8-9 9-10 9-19 10-11 11-12 19-20 19-21 22-23 
22-24 23-26 26-27 
ring bonds : 

1-2 1-5 2-3 3-4 • 4-5 12-14 12-18 14-15 15-16 16-17 17-18 
exact/norm bonds : 

1-2 2-3 2-6 6-13 7-8 8-9 22-23 22-24 23-26 26-27 
exact bonds : 

1-5 3-4 3-22 4-5 6-7 9-10 9-19 10-11 11-12 
normalized bonds : 

12-14 12-18 14-15 15-16 16-17 17-18 19-20 19-21 
isolated ring systems : 
containing 1 : 12 : 



Match level : 

IrAtom 2: Atom 3: Atom 4: Atom 5: Atom 6: CLASS 7: CLASS 8: CLASS 9: CLASS 

10: CLASS 11: CLASS 12: Atom 13: CLASS 14: Atom 15: Atom, 16: Atom 17: Atom.' 18.: Atom 

19:CLASS- 20:CLASS 21:CLASS 22:CIASS 23:CLASS 24:CLASS 26:CLASS 27.:CLASS 



LI STRUCTURE UPLOADED 



=> d 11 

LI HAS NO ANSWERS 
LI STR 
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Structure attributes must be viewed using STN Express query preparation. 

=> s 11 

SAMPLE SEARCH INITIATED 16:12:36 FILE * REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 142 TO ITERATE 

100.0% PROCESSED 142 ITERATIONS 0 ANSWERS 

SEARCH TIME: 00.00.01 



FULL FILE PROJECTIONS: ONLINE **COMPLETE** 

BATCH ** COMPLETE** 
PROJECTED ITERATIONS: 2126 TO 3554 

PROJECTED ANSWERS: 0 TO 0 



L2 



0 SEA SSS SAM LI 



=> s 11 full 

FULL SEARCH INITIATED 16:12:40. FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 2947 TO ITERATE 



100.0% PROCESSED 2947 ITERATIONS 

SEARCH TIME: 00.00.01 



18 ANSWERS 



L3 



18 SEA SSS FUL LI 



=> fil hcaplus 

COST IN U.S. DOLLARS 

FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
172.10 



TOTAL 
SESSION 
172.31 



FILE 'HCAPLUS' ENTERED AT 16:12:46 ON 23 FEB 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 
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PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 
COPYRIGHT (C) 2007 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 23 Feb 2007 VOL 146 ISS 10 
FILE LAST UPDATED: 22 Feb 2007 (20070222/ED) 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file contains CAS Registry Nximbers for easy and accurate 
substance identification. 

=> s 13 

L4 2 L3 

=> d ed ibib abs hitstr 1-2 
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L4 AMSVER 1 OF 2 
ED Entered STN: 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



PATENT ASSIGNEE (5) 
SOURCE: 



DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



HCAPLUS COPYRIGHT 2007 ACS on STH 
23 Dec 2004 

2004:1124626 HCAPLUS 
142:79913 

Enalapril-nitroxy derivatives and related conqMunda as 
ace inhibitors for the treatment of cardiovascular 
diseases 

Almirante, Nicolettat Ongini, Enniot Del Soldato, 
Piero 

Nicox S. A., Fr. 
PCI Int. Appl., 132 pp. 
CODEN: PIXXD2 
Patent 
English 



PATQIT NO. 




KINO 


DATE 






APPLICATION 


NO. 




DATE 


tfO 


2004110432 




Al 




20041223 




VO 2004- 


EP51089 




20040611 




V: AE, AG, 


AL. 


AM. 


AT, 


AU. 


AZ. 


BA. 


BB, BG. 


BR, 


BW, 


BY, 


B2, CA, CH, 




CN, CO, 


CR, 


CU, 


CZ. 


OE. 


DK. 


DM, 


DZ, EC, 


EE, 


EG, 


ES, 


FI, GB, GD, 




CE, GH, 


GM, 


HR, 


HU, 


10. 


IL. 


IN, 


IS, JP, 


KE, 


KG, 


KP, 


KR, KZ, LC, 




LK, LR, 


LS, 


LT, 


LU, 


LV. 


MA. 


MD, 


MG, MK, 


MN, 


MW, 


MX, 


M2, NA, NI, 




NO, NZ, 


OH, 


PG. 


PH. 


PL, 


PT. 


RO 


RU, SC, 


SD, 


SE. 


SG, 


SK, SL, SY, 




TJ, TM. 


TN, 


TR. 


TT, 


TZ, 


UA. 


UG. 


US, UZ, 


vc. 


VN, 


YU, 


2A. ZM, ZV 




RV: BV. GH, 


GH, 


KE, 


LS, 


KV, 


MZ. 


NA 


SD, SL, 


sz. 


TZ, 


UG, 


ZM, ZW, AM, 




AZ, BY, 


KG, 


KZ, 


MD, 


RU, 


TJ. 


TM 


AT. BE. 


BG. 


CH. 


CY, 


CZ, DE, DK, 




EE, ES, 


FI, 


FR, 


GB, 


GR, 


KU. 


IE 


IT, LU, 


MC. 


NL. 


PL, 


PT, RO, SE, 




SI, sx. 


TR, 


BF, 


BJ, 


CF, 


06. 


CI 


CM, GA, 


GN. 


GQ. 


GV, 


ML. HR, NE, 




SN, TO, 


T6 






















AU 


2004246821 




Al 




20041223 




AU 2004«246821 




20040611 


CA 


2529478 




Al 




20041223 




CA 2004-2529478 




20040611 


EP 


1635816 




Al 




20060322 




EP 2004- 


741779 




20040611 




R: AT, BE, 


CH, 


DE, 


DK 


ES, 


FR. 


GB 


GR, IT, 


LI, 


LU, 


NL, 


SE, HC. PT, 




IE, SI, 


FI, 


RO, 


CY. 


TR. 


BG, 


CZ 


EE, HU. 


PL, 


SK 






BR 


2004011430 




A 




20060725 




BR 2004- 


-11430 




20040611 


CN 


1809345 




A 




20060726 




CN 2004-80017127 




20040611 


US 


2005004100 




Al 




200S0106 




US 2004-869038 




20040617 


NO 


2006000268 




A 




20060315 




NO 2006-268 






20060118 


UTY APPLN. INFO.: 












EP 2003- 


-101796 




A 20030619 


















VO 2004- 


-EP51089 




V 20040611 



OTHER SOURCE (S) : 



MARPAT 142:79913 



Disclosure is compds. with a general formula of A- (X1-0N02)S. wherein A is 
a knovn ACE-inhibitor such as enalapril and XI is a spacer such as a 
(C1-C6) -allcylene. The compds. can be used as ACE-inhibitors for the 
treatment of cardiovascular and renal diseases and inflammatory processes. 
The compds. have an improved Pharmacol, activity when compared with the 
structurally closest related prior art compound For example, synthesized 
N- 1 (lS)-l-ethoxycarbonyl-3-phenylpropyl] -L-alanyl-L-proLLne 
3-nitrooxypropyl ester hydrogen maleate was found to have good 
vasorelaxation property. 
811787-07-2 811787-09-4 811787-13-0 
811787-15-2 811787-17-4 811787-19-6 
811787-23-2 811787-25-4 811787-27-6 
811787-31-2 811787-33-4 811787-35-6 
811787-38-9 
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RL: THU (Therapeutic use) j BIOL (Biological study) : USES (Uses) 

(enalapril-nitroxy derivs. and related conpd. as ACE inhibitors for the 

treatment of cardiovascular and renal diseases) 
811787-07-2 HCAPLUS 

L-P roll ne. N2-[(lS)-l-ca rboxy- 3-phenylpr opyl] -N6- 1 [ 4 - 
(nitrooKy)butoxy]carbonyll-L-lysyl-, 2-[3-(nitroOKy>prcwl] "ter (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 



CX>2H 



.^(CH2)3^^N02 



m 8117B7-09-4 HCAPLUS 

CN L-Proline. N2-( (lS)-l-carboxy-3-phenylpropyl]-N6-£[4- 
(nitroo)ty)butoxy]carbonyl] -L-lysyl-, 2-(4-(nitrooxy)butyl) ester (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 

f02H 
Ph^^'^^^NH 

. ■k^ 10121 V 



RN 811787-13-0 HCAPLUS 

CN L-Proline, N2- [ (IS) -l-carboxy-3-phenylpropyl] -N6- [ [4- 

(nitrooxy)butoxy]carbonyl}-L-lysyl-, 2-[2-[2-(nltrooicy)ethoiiy]ethyl1 ester 

(9CI) (CA INDEX NAME) 

Absolute stereocheiDistry. 




^N02 

RN 811787-15-2 HCAPLUS 

CN L-ProUne, N2- [ (IS) -l-cartooity-3-phenylpropyl] -Ne- 
il (nitrooxy)Bethoxy]carbonyl] -L-lysyl-, 2-[3-(nitrooxy)propyl] ester {9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



C02H 
Ph^^^^NH 
02.-°^^"-(CH2)4-^' 



^(CH2)3^^^«02 



RN 811787*17-4 HCAPLUS 

CN L-ProUne, N2- [ (IS) -l-carboiiy-3-phenylprcwl] -N6- 

{ [ (nitrooiry)»ethoxy)carbonyl]-L-lysyl-, 2-[4-(nitrooi(y)butylI ester (901) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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C02H 



»4-^° 



^(CH2)4^^N02 



RN 811787-19-6 HCAPLUS 

CN L-Proline, N2-[(lS)-l-carboiiy-3-phenylpropyl]-N6- 

[ [ (nitrooify)methoxy] carbonyl] -L-lysyl-, 2- [2- [2- (nitrooity) ethoxy] ethyl] 
ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



1L„ 



RN 811787-23-2 HCAPLUS 

CN L-Proline, N2-{ (IS) -l-carboKy-3-phBnylpropyl}-N6-[ [1- 

(nitroosy)ethoxylcarbonyll-L-lysyl-. 2-(3- (nitrooiiy)propyl] ester (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



C02H 



02»^" 



^(CH2)3^^HQ2 



RN 811787-2S-4 HCAPLUS 

CN L-ProUne, N2*[ (IS) -l-carbo>y-3-pheiiylprapyi) -N6-[ [1- 

(nitrooxy)ethoity] carbonyl) -L-lysyl-, 2- [4- (nitrooity) butyl) ester (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 
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C02H 



(Continued) 



RN B11787-27-6 HCAPLUS 

CN L-ProUne, N2-[ (ISJ-l-carbony-a-phenylpropyll-Ne-Etl- 
Cni t rooxy) ethoxy] carbonyl] -L-lysyl-, 2- [2- [2- (nltrooxy) vthOBy] •thyl) ester 
(9CI) (CA INDEX NAME) « 

Absolute stereochendstcy. 



p2H 
PK^^-^NH 



02N^ 



X. 



RN 811787-31-2 HCAPLUS 

CN L-FcoUne. N-[ (lS)-l-carbojiy-3-phenylpropyl]-L-alanyl-, 
2-[3-(nitrooKy)propyl] ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



C02H 



^/(CH2)3^^„02 



RN 811787-33-4 HCAPLUS 

CN L-Proline, N- [ (IS) -l-carboxy-3-phenylpropyl] -L-alanyl- 
2-[4-(nitrooxy)butyl) ester (9CI) (CA INDEX NAME) 
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Absolute stereochemistry. 



C02H 



^(CH2)4^^H02 



RN 811787-35-6 HCAPLUS 

CN L-Proline, N- [ (IS) -l-carboxy-3-phenylpropyl] -L-alanyl-, 
2-[5-(nitcooxy)pentyl] ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



C02H 

...Us^^(CH2)5^^N02 



RN 811787-38-9 HCAPLUS 

CN L-Proline» N-[ (IS) -l-carboxy-3-phenylpropyl] -L-alanyl-, 

2-[2>[2-(nitroaxy)ethoxylethyl] ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



REFERENCE COUNT: 



THERE ARE 1 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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ED Entered STN: 26 Mar 2004 
ACCESSION NUMBER: 20O4:252S32 HCAPLUS 

DOCUMENT NUMBER: 140:276202 

TITLE: Proline esters and preparations containing the sane 

for percutaneous administration 

INVENTOR(S) : . Furuishi. Takayuki; Minani, Kunihiro) Minova, 

Takayuki; Koaxine, Mihoi Kioura, Ibinihiko 

PATENT ASSIGNEE (S) : ToaeiyoLtd., Japan 

SOURCE: PCT Int. Appl., 38 pp. 

a)DEN: PIXXD2 

DOCUMENT TYPE: Patent 

LANGUAGE: Japanese 

FAMILY ACC. NUM. COUNT: 1 

PATENT INFORMATION: 



PATENT 


NO. 




KINO 


DATE 




APPLICATION HO. 




DATE 


WO 


2004024754 




Al 




200403ZS 




WO 2003-JP11420 




20030908 




W: 


AE. AG, 


AL, 


AH, 


AT. 


AU, AZ, 


BA, 


BB, BG, BR, BY, 


BZ, 


CA, CH, CN, 






GO, CR, 


CU, 


CZ, 


OE, 


OK, DM. 


DZ. 


EC, EE. EG, ES, 


FI, 


GB, GD. 6E, 






GH, GM, 


HR, 


HU, 


ID. 


IL, IN, 


IS, 


JP, KE, KG, KP, 


XR, 


KZ, LC, LK. 






LR. LS. 


LT, 


LU. 


LV, 


NA, MD, 


MG, 


MK, MN, MW, MX, 


MZ, 


NI, NO, NZ, 






OH, PG, 


PH, 


PL, 


PT, 


RO, RU, 


SC. 


SD, SE, SG, SK, 


SL, 


SY, TJ, TM, 






TN, TR, 


TT, 


T2, 


UA, 


UG, US, 


uz. 


VC, VN, YU, ZA, 


ZM, 


ZW 




RW 


GH, GH, 


KE, 


LS. 


MW, 


HZ, SD, 


SL, 


SZ, TZ, UG, ZM, 


ZW, 


AM, AZ, BY, 






KG, XZ, 


MD, 


RU. 


TJ, 


TM, AT, 


BE, 


BG, CH, CY, CZ, 


OE, 


DK, EE, ES, 






FI. FR, 


GB, 


GR. 


HU, 


IE, IT, 


LU, 


MC, NL, PT, RO. 


SE, 


SI, SK, TR, 






BF, BJ, 


CF, 


CG, 


CI, 


CM, GA, 


GH, 


GQ, GW, ML, HR. 


HE, 


SN. TD. TG 


CA 


2498757 




Al 




20040325 




CA 2003-2498757 




20030908 


AU 


2003261989 




Al 




20040430 




AU 2003-261989 




20030908 


EP 


1538158 




Al 




20050608 




EP 2003-795307 




20030908 




R: 


AT, BE, 


CH, 


DE, 


DK, 


BS, FR, 


GB, 


GR, IT, LI, LU, 


NL, 


SE, MC, PT, 






IE, SI, 


LT, 


LV. 


FI, 


RO, MK, 


CY, 
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AB l-(N-[ (lS)-l-carboHy-3-phenylpropylJ-L-alanyll-L-prollne esters or 

pharisaceutically acceptable salts thereof are useful as a prodrug for 
enalaprilat, which Is a medicine useful in the prevention of and 
treatments for, e.g., circulatory diseases such as hypertension, cardiac 
diseases (cardiac hypertrophy, cardiac failure, myocardial infarct, etc.), 
nephritis, and apoplexy. A medicine containing either of these is suitable 
for use as a preparation for percutaneous administration, especially an 

adhesive 

patch, from the standpoints of medicinal activity and use. For example, a 

composition was formulated containing 
l-tN-[ (lS)-l-carboxy-3-phenylpropylJ-L- 

alanyl] -L-proline 2-hydroxyethyl ester (preparation given), iso-Pr 
ayristate, 

lauronacrogol, Quintac 3421, Quintone MlOO, and paraffin oils and spread 
on a PET film to give an adhesive patch. 
IT 674285-96-2? 67428S-97-3P 6742B5-98-4P 
674285-99-5? 674286-00-lP 

RL: SPN (Synthetic preparation) I THU (Therapeutic use) i BIOL (Biological 
study)! PREP (Preparation)! USES (Uses) 

(preparation of proline esters as prodrugs for enalaprilat for 
percutaneous 

adioinist ration) 
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RN 674285-96-2 HCAPLUS 

CN L-Proline» N-{ (IS) -l-carboity-3-phenylprQpyl] -L-alanyl-, 2- (2-hydcoxyethyl) 
•ater (9CI) (CA INDEX NAME) 

Absolut* ateraochemistry. 




RN 674285-97-3 HCAFLUS 

CN L-Prollna, N-( (lS)-l-carboay-3-phenylpropyl]-L-alanyl-, 
2-(3-hydroiiypropyl) ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 674285-98-4 HCAPLUS • 

CN L-Proiine, N-l (IS) -l-carbojiy-3-phenylpropyl]-L-alanyl-, 2- (4-hydroxybutyl). 
ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 674285-99-5 HCAPLUS 

CN L-Proline, H-( (IS) -l-carboiiy-3-phanylpropylJ -L-alanyl-, 
2-I2-{2-methOJiyethoKy)ethyll estet (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 674286-00-1 HCAFLUS 

CN L-ProUne, N- [ (IS) -l-carbOKy-3-phenylpropyl] -L-alanyl-, 2- (2-nethoKyethyl) 

eater (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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OTHER SOURCE(S): MARPAT 140:276202 

AB l-[N-t (lS)-l-carboxy-3-phenylpropyl] -L-alanyl)-L-proline esters or 

pharmaceutically acceptable salts thereof are useful as a prodrug for 
enalaprilat, which is a medicine useful in the prevention of and 
treatnents for, e.g., circulatory diseases such as hypertension, cardiac 
diseases (cardiac hypertrophy, cardiac failure, nyocardial infarct, etc.), 
nephritis, and apoplexy. A medicine containing either of these is suitable 
for use as a preparation for percutaneous administration, especially an 

adhesive 

patch, from the standpoints of medicinal activity and use. For exaiqple, a 

composition was formulated containing 
l-[N-( (lS)-l-carboity-3-phenylpropyl] -L- 

alanyl] -L-proline 2-hydroxyethyl ester (preparation given), iso-Pr 
nvristate. 

lauromacrogol, Quintac 3421, Quintone HlOO, and paraffin oils and spread 
on a PET filra to give an adhesive patch. 
IT 6742B5-96-2P 674285-97-3P 674285-98-4P 
674285-99-5P 674286-00-lP 

RL: SPN (Synthetic preparation) t THU (Therapeutic use); BIOL (Biological 
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study); PREP (Preparation); USES (Uses) 

(prepn. of proline esters as prodrugs for enalaprilat for 
percutaneous administration) 
RN 674285-96-2 HCAPLUS 

CN L-Proline, N- ( (IS) -l-carboxy-S-phenylprc^l] -L-alanyl-, 2- (2-hydroiiyethyl) 
ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



C02H 




RN 674285-97-3 HCAPLUS 

CN L-Proline, N- ( (IS) -l-carbojry-3-phenylpropyl) -L-alanyl-, 
2-(3-hydroxypropyl) ester (9CI) (CA INDEX NAME) 

Absolute stereochenistry. 
C02H 

Ph^--^NH 

RN 674285-98-4 HCAPLUS 

CN L-Prollne, N- [ (IS) -l-carboxy*3-phenylpropyl] -L-alanyl-, 
ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



2- (4-hydcoxybutyl) 
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RN 674285-99-5 HCAPLUS 

CN L-Proline, N- [ (IS) -l-carboicy-3-phenylpropyl] -L-alanyl-, 

2-[2-(2-methoxyethoKy)ethyl] ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 674286-00-1 HCAPLUS 

CN L-Proline, N- [ (IS) -l-carboxy-3-phenylpropyl] -L-alanyl-, 2-(2-methoxyethyl) 
ester (9CI) (CA INDBC NAME) 

Absolute stereochenistry. 
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COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 28.81 201.12 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) SINCE FILE TOTAL 

ENTRY SESSION 

CA SUBSCRIBER PRICE -2.34 -2.34 
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